L Number 


Hits 


Search Text 


DB 


Time stamp 


1 


7483 


560/45, 560/11, 560/17, 562/460, 564/162, 
564/163, 564/169, 564/170, 564/172, 562/429, 
562/431, 514/570, 514/571, 514/563, 514/618, 
514/619, 514/620, 514/621, 514/622, 514/532, 


USPAT 


2003/06/25 


16 


22 






514/545 




2003/06/25 






2 


10647 


obesity or arteriosclerosis 


USPAT 


16 


22 


3 


10259 


thyroid$ 


USPAT 


2003/06/25 


16 


23 


4 


46 


(560/45, 560/11, 560/17, 562/460, 564/162, 
554/163, 564/169, bD4/l/U, dd4/1/^, bD^/4zy, 
562/431, 514/570, 514/571, 514/563, 514/618, 
514/619, 514/620, 514/621, 514/622, 514/532, 
514/545) and (obesity or arteriosclerosis) 
and thyroid$ 


USPAT 


2003/06/25 


16 


23 



i 



Search History 6/25/03 4:30:13 PM Page 1 
C : \ APPS\EAST\Workspaces \ 10082022. wsp 



C : \Program Fi 1 es\Stnexp\Queri es\10082022bb , st r 




chain nodes : 

13 16 17 18 19 20 29 30 33 34 35 37 38 
ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 39 40 41 42 43 44 
chain bonds : 

4-38 5-13 7-30 8-34 9-13 10-33 11-29 12-16 16-17 17-18 18-19 18-20 35-37 38-39 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 39-40 39-44 40-41 
41-42 42-43 43-44 
exact/norm bonds : 

4-38 5-13 7-30 8-34 9-13 10-33 11-29 12-16 16-17 18-19 18-20 35-37 38-39 
exact bonds : 

17-18 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 39-40 39-44 40-41 
41-42 42-43 43-44 
isolated ring systems : 
containing 7 : 39 : 



G1:0,S,N,CH2,CH,CF2,S02,NH 

G2:0,S 

G3:0,N 

G4:C,S,N,CH,CF2,Ak 

G5:H,Et,n-Pr,i-Pr,n-Bu,i-Bu,s-Bu,t-Bu,CH3 

G7:H,CN,X,Cb,Ak,CH2,CH,CF2,CF3 

G8:H,Ak 

Match level : 



r:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 11: Atom 
12: Atom 13: CLASS 16: CLASS 17: CLASS 18: CLASS 19: CLASS 20: CLASS 29: CLASS 30: CLASS 
33:CLASS 34:CLASS 35:CLASS 37:CLASS 38:CLASS 39:Atom 40:Atom 41:Atorn 42:Atoin 
43: Atom 44: Atom 45: CLASS 
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ACCESSION NUMBER! 
DOCUMENT NUMBER: 
TITLE: 

aide-eCfect 
INVENTOR (S) : 

PATENT ASSXaHBE(S) : 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INPORMKTION: 



3002:467389 CAPLUS 
137:S'7Sa5 

OlBfloclated glucocorticoid racaptor antasonists for 
the traatment of glucocorticoid aaaociatad 

ThooiBon. D«vid S.; Jennewein. Hans Michael; Pairec, 
Michel; KaDcbrenner. Prank; Kreideweisa, Stefan 
Boehringer Inselheim Pharma Kg. Gemany 

PCT Int. Appl.. 40 pp. 
CODEN: PIXX02 
Patent 
EngliGh 



PATENT NO. 



KIND DATE 



WO 3002049634 A2 20020627 

WO 3002049634 A3 20021114 

W! AE. AG. AL, AM. AT. AU, AZ, 
CO, CR, CU, CZ, DE. DK, DM, 
6M, HR. HU. ID, IL, IN, IS, 
LS, LT, LU. LV, MA, MD, MO, 
PL, PT, RO, RU, SD, SB, SO. 
UG. US, UZ, VN, YU, ZA, ZN. 
RW: GH. GM, KE, LS, MW, MZ, SD, 
CY, DE. DK. ES, FI , FR. GB, 
BF, BJ. CF, CG, CI, CM, GA, 
AU 2002019193 . A5 20020701 
■ US 2002151SB8 Al 20021017 

PRIORITY APPLN. INFO. : 



APPLICATION NO. DATE 

WO 3001-BP14839 30011315 



8A, BB, BO. BR, BY, BZ, CA, CH. CN, 
DZ. EC, EE. ES, FI, OB, GO, GE. OH. 
JP, KE. KG. KP, KR, KZ, LC. LK, LR, 
MK. MN. HW, MX. MZ, NO, NZ. OM, PH, 
SI, SK, SL, TJ, TM, TR, TT, TZ. UA, 
AM, AZ, BY, KO, KZ, MD, RU, TJ, TM 
SL, SZ, TZ, UG, ZM. ZW, AT, BE, CH, 
GR, IE, IT, LU, MC, NL, PT. S&, TR, 
GN, 00. GW, ML, MR, NE, SN. TO, TO 
AU 3003-19193 30011315 
US 2001-39720 20011220 
US 3000-25fie7SP P 30001330 
WO 300I-EP14839 W 30011315 
AO The invention relates to the use of glucocorticoid receptor ligande 
aelectively antagonizing the transactivation activity of the 
glucocorticoid receptor (GR) without affecting the tranGrepresaion 
activity. Compds. having this profile can be used as co-medication with 
conventional glucocorticoids in the treatment of inf laitsnation and insnune 
diseases. An advantage of this combination therapy is that metabolic 
side-effects of glucocorticoids are antagonized and only the 
anti- inflammatory or anti -immune activity of the glucocorticoids is 
maintained. In euch a condiination therapy, higher doses of the 
glucocorticoid can be used leading to better therapeutic efficacy. 
IT 253301-98-2, BXRS 1370SE 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(dissocd. glucocorticoid receptor antagonists for treatment of 
glucocorticoid assocd. side-effects in relation to anti-Inflammatory 
activity) 
RN 252301-98-2 CAPLUS 

CN Benzeneaeetic acid, 3,5-dibroiiio-4- [4-methoxy-2- (3-methylbensoyl) -5- (l- 
methylethyDphenoxy] - (9CI) (CA INDEX NAME) 
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DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 
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PATENT INFORMATION: 



2002:428849 CAPLUS 
137:5991 

Preparation of 4 -phenoxyphenylacetic acids active at 
the glucocorticoid receptor III 

Gillner, Hikael; Hagberg, Lars; Koch, Eva; Nilsaon. 

Marita; wu, Jinchang 

Karo Bio Ab, Swed. 

PCT Int. Appl., 70 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2002044120 Al 30020606 

W: AE, AG, AL, AM, AT, AU, AZ, 

CO, CR, CU, CZ, DE, DK, DM, 

GM, HR, HU, ID. IL, IN, IS, 

LS, LT, LU, LV, HA, MO, MO, 

PL, PT, RO, RU, SD. SE, SG, 



WO 3001-IB2164 

BA, BB, BG, BR, BY, 

DZ. EC. EE, ES, FI, 

JP. KE, KG, KP. KR, 

MX, MN, MH, MX. MZ. 

SI. SK. SL, TJ. TM. 

US, UZ, VN, YU, ZA, ZW, AM, AZ, BY. KG. KZ, 

RW: GH, GM. KE, LS, MW, MZ, SD, SL. SZ, TZ, UG, ZM, 

CY, DE, DK, ES, FI, FR, GB, GR. IE, IT, LU, MC, 

BF, BJ, CF, CG, CI, CM. OA, GN, GQ. GW. ML, MR, 
AU 2002013629 A5 20020611 AU 2002-12629 

PRIORITY APPLN. INFO.: GB 3000-39100 A 

WO 2001-IB2164 N 

OTHER SOURCE (S): MARPAT 137:5991 

GI 



20011116 

B2, CA, CH, CN, 

GB, GD, GE. GH. 

KZ. LC, LK, LR. 

NO, NZ. OM. PH. 

TR, TT, TZ, UA. 

MD. RU, TJ. TM 

ZW, AT, BB, CH,- 

NL. PT, SB, TR, 

NE, SN, TD. TO 

20011116 

20001139 

20011116 




The title compds. [I; Rl - C02H, heteroaryl; R3. R3 - H. halo, elkyl, 
provided that one of R2 or R3 is other than H atom; R4 - alkyl, 
cycloalkyl. alkenyl, alkynyl; R5 - H. alkyl, alkenyl, alkynyl; R6, R7 - 
aryl, heteroaryl, hetcrocycloalkyl) or pharmaceutically acceptable salts 
that are liver selective glucocorticoid receptor antagonists, and are 
useful in therapy and in the regulation of metab.. esp. lowering blood 
glucose levels, were prepd. Thus, reacting 3, 5-dibromo-4-{2- 
[hydroxy (phenyl) raethyl) -5-i8opropyl-4-methoxyphenoxy}phenylacetic acid 
with phenol in the presence of SnCl2 in CH2C12 afforded I [Rl • C02H; R2, 
R3 - Br; R4 - iso-.Pr; R5 - Me; R6 - Ph; R7 . 4-H0C6H4] . The coaqpds. X 
exhibit an affinity for the glucocorticoid receptor receptor in the range 
between o.l and 5000 nM. 
433C8C-S1-2P 

RL: PAC (Phamacological activity); RCT (Reactant}; SPN (Synthetic 



ANSWER 3 OF € CAPLUS COPYRIGHT 3003 ACS (Continued) 
preparation) ; THU (Therapeutic uae) : BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of 4 -phenoxyphenylacetic acids active at the glucocorticoid 
receptor III) 
433686-51-2 CAPLUS 

Benzeneaeetic acid, 3, S-dibromo-4- [2- [ (2-hydroxy-5-methoxyphenyl) (3- 
methylphenyl) methyl] -4-methoxy-5- (l-methylethyl)phenoxy] - (9CI) (CA 
QC 
NAME) 




433686-19-2P 433686.30-5P 433686-31-6P 
433686-22-7P 433C86-23-8P 433686-34-9P 
433688-3S-0P 433C8S-26-1P 43368C-27-2P 
433C8C-38-1P 43](8C-39-4P 43a88<O0.7» 
433C8S-3I.-8P 433S8C-33-9P 433886-33-0? 
433C8C-34-1P 43368C-3S-3P 433686-36-3P 
433686-37-4P 433686-38-SP 433686-39-6P 
433S86-40-9P 433C86-4I-0P 4336a6-43-lP 
433686-43-3P 433686-44-3P 433686-45-4? 
433686-46-5P 433686-47-6P 433686-48-7P 
433686-49-8P 433686-50-lP 433686-53-3P 
433C86-S3-4P 433C86-S4-9P 433C86-SS-CP 
433(8C-SC-7P 433686-S7-8P 433686-S8-9P 
43368C-S9-0P «3i6S8-60-3P 4336S6-61-4P 
4SJ68f-Ca-9P 4316BC-63-6P 433686-64-79 
433i86.C$-8P 433886-6T-0P 433686-69-3P 
433(8<-70-5P 433C86-71-6P 433C8C-73-7P 
433686-73-8? 43368C-74-9P 43368C-75-0P 
433686-76-lP 433686-77-3? 433686-78-3P 
433686-79-4P 433886-80-7P 433686-81-8P 
433886-83-9P 433686-83-0? 

RL: PAC (Pharmacological activity) : SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(prepn. of 4 -phenoxyphenylacetic acids active at the glucocorticoid 
receptor III) 
433686-19-3 CAPLUS 

Benzeneaeetic acid, 3, S-dibroinoi4- (3- ( (4-hydroxyphenyl}phenylmethyl} -4- 
methoxy • 5 • ( l -methylethyl ) phenoxy] - ( 9CI } (CA INDEX NAME) 



Habte 



6/23/2003 
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RH 433686-30-5 CAPLUS 

CN Benxeneacetic acid. 3.5-dibroino-4- (a- ( (5-f Luoro-a- 

hydroxyphenyllphenylmeth/ll -i-methoxy-S- (l-mechylethyDphenoxy) - (9CI) 
(CA INDEX NAME} 



OH 




RN 4336B6-21-6 CAPLUS 

CN Benzeneacetic acid, 3 , S-dibroRn>4- (3- [ {4-chloro-a- 

hydroxyphenyDphenylniethyll - 4 -methoxy- 5 - (l-methylethyl)phenoxyl - (9CI) 
(CA INDEX NAME) 




RN 433£86-22-7 CAPLUS 

CN Benzeneacetic acid. 3. S-dibroiK)-4- (a- I {2-chloro-4- 

'hydroxyphenyl) phenyl methyl I -4-mathoxy-5 - (l-methylethyDphenoxy] - <9CI) 
(CA INDEX NAME) 




RN 433fiS£-a3-8 CAPLUS 

•CN Benzeneacetic acid. 3 , 5-dibrano-4- [3- ( (5-chloro-3- 

hydroxyphenyDphenylmechyll -4-»ethcxy-5- (i-wethylethyDphenoxyJ - (9CI) 

(CA INDEX NAME) 




RN 43 3€ 86 -24 -9 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo-4- ta- [ (3. 4 -dif luoro-2- 

hydroxyphenyDphenylmethyl] - 4 -methoxy- 5 • (l-nethylethyDphenoxy) - (SCI) 
(CA INDEX NAME) 




RH 433686-25-0 CAPLUS 



L4 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 
CN Benzeneacetic acid. 3.S-dibroino-4- [3- I{4,5-diCluoro-a- 
hyd^oxyphenyl)phenyltnethyl] -4-inethoxy-S- (l-nethylethyDphenoxy) • {9CI) 
(CA INDEX NAME) 



OH 



433686-26-1 CAPLUS 

Benzeneacetic acid, 3 . 5-dibroroo-4 - (3- ( (2-hydroxy-4 , 5- 

dimethylphenyDphenylraethyl) -4-methoxy-S- (l-methylethyl)phenoxyl - (9CI) 
(CA INDEX NAME) 



■Jx 

Br 

"A 



433686-27-2 CAPLUS 

Benzeneacetic acid, 3.S-dibroiiio-4- [2- lt3-hydroxy-5- 

foechoxyphenyl ) phenylmechyl } -4-iiiethoxy-S- (l-methyXethyDphenoxyJ - (9CI) 
(CA INDEX NAME) 




L4 ANSWER 2 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 
S- (l-methylethyl)phenoxy] - (9CI) (CA INDEX NAME) 



RH 433686-29-4 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroino-4> [3- [ (4-hydroxyphenyl) (3- 

metbylphenyDmethyl] -4-inethoxy-5-(l-iiiethylethyl)phenoxy) - {9CI) (CA 

INDEX 

NAME) 




RN 433686-30-7 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroaio-4- [3- I (3-eiuoro-a-hydroxyphenyl) (3- 
nethylphenyDmethyl) -4>msthoxy-5- (l-oethylethyDpbenoxy} - (9CI) (CA 

INDEX 

NAME) 



RN 4336S6-28-3 CAPLUS 
CN Benzeneacetic acid. 

•3.5-dibromo-4- (2- (lH-indol-3-ylphenyliiiethyl) -4-tnethoxy- 



Habte 6/23/2003 
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RN 433686-31-6 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dlbron»-4- (3- I (4 - tluoro-2-hydroxyphenyl ) (3 - 

methylphenyl) methyl] -4-inethoxy-S- (1-methyleChyl )phenoxyl - (9CIJ (OA 
INDEX 

tIANB). 
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He 



RN 433686-33-0 CAPX.US 

CN Benzeneacetic acid, 3, 5-dibronio-4- (2- ( (3-chloro-2-hydroxyphenyl) (3- 
roethylphenyDmethyl} -4-mechoxy-5- (l-methylechyl)phenoxyl - (SCI) (CA 

INDEX 

HAHE) 




RN 4336S6-33-9 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- [3- ( (5-Cluoro-3-hydroxyphenyI) (3- 
lnethylphenyl)methyl] -4-iiietlioxy-5< (l-methylechyDphenoxyl > (9CI> (CA 

INDEX 

NAME) 




RN 433«S6-34-l CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroiiio-4- [3- f (4-chlorO'3-hydroxyphenyl) (3<- 
methylphenyDtnethyl] -4<inethoxy-5- (l-methylethyDphenoxy] - (9CI) (CA 

INDEX 

NAME) 
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RN 433666-35-3 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroinO'4- (3- ( (5-chIoro-3*hydroxyphenyl} (3 - 
methylphenyl)methylJ-4-iiiethoxy-5-(l-methylethyl)phenoxyl- (9CI) (CA 

INDEX 

NAME) 




RN 433686-36-3 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroaio-4- {3- ( (3-broiiio-2-hydroxyphenyl) (3- 

methylphenyDmethyl] -4-iiietlioxy-5- {l-methylethyl)phenoxyJ - (9CI) (CA 

INDEX 

NAME) 



L4 ANSWER 2 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 433686-37-4 CAPLUS 

CN Benzeneacetic acid. 3, 5-dibroino-4- [3- ( (4-brotno-3-hydroxyphenyl) (3- 
mathylphenyDinethyl] -4-raethoxy-5* (l-methylethyl)phenoxy] - (9CI) (CA 

INDEX 

NAME) 




RN 4336S6-38-S CAPLUS 

CN Benzeneacetic acid, 3,5-dibroiiio-4- (2- ( (5-bronio-3-hydrcjxyphenyl) (3- 

methylphenyl ) methyl ) -4 -methoxy- 5 - ( 1 -methylethyl ) phenoxy] - ( 9CI ) (CA 

INDEX 

NAME) 



Habte 



6/23/2003 



10/082,022 
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RN 433686-39-6 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- {2- t (3, 4-dichloro-6-hydroxyphenyl) (3- 
RiethylphenyDmethyl] -4-inethoxy'5-(l-meth/lethyI)phenoxy]- (9CI) (CA 

INOBX 

NAME) 




RN 4336S6-40-9 CAPLUS 

CN Benzeneacetic acid, 3,S-dibroroo-4- ta- I (a-hydroxy-3-inethylphenyl) (3- 

mechylphenyDmethyll -4-methoxy-S-(l-raethylethyl)phenoxyl - (9CI) (CA 
INDEX 

NAME) 




RN 433666-41-0 CAPLUS 

CN Benzeneacetic acid, 3, S-dibromo-4- (2- ( (3-hydroxy-3. 4-dimethylphenyl) (3 
meChylphenyl) methyl} -4-methoxy-5- (l-methylethyl)phenoxy} - (9CI) (CA 

INDEX 

NAME) 




RN 4336a6-42-l CAPLUS 

CN Benzeneacetic acid, 3, 5-dibrono-«- (3- I (a-hydroxy-3, S-dimethylphenyl) (3 
methylphenyDiMthyl] -4-methoxy-5- (l-raethylethyDphenoxyl - (9CI) (CA 

INDEX 

NAME) 
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RN 433686-43-2 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo-4- (2- ( (2-hydroxy-3 , 6-dimethylphenyl) (3 - 
methylphenyl) methyl] -4 -inethoxy-5- {l-cnethylethyl)phenoxy] - (9CI) (CA 

INDEX 

NAME) 




RN 433686-44-3 CAPLUS 

CN Benzeneacetic acid, 3. 5-dibrociio-4- (2- [ (3-hydroxy-4, S-dimethylphenyl) (3 - 
methylphenyl) methyl J -4 -methoxy-5-(l-methylethyl)phenoxyl- (9CI) (CA 

INDEX 

NAME) 




RN 433686-45-4 CAPLUS 

CN Benzeneacetic acid, 3,S-dibroiDo-4- [a- I(3-hydroxy-4,S-dimethylphenyl) (3- 

Habte 



L4 ANSWER 2 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 

mcthylphenyDmethyl] -4-niethoxy-5- (l-methylethyl)phenoxy] - (9C2) (CA 

INDEX 

NAME) 




cHa-coaH 



RN 433666-46-5 CAPLUS 

CN Benzeneacetic acid, 3. S-dibromo-4- (3- [ (5-ethyl-a-hydroxyphenyl) (3 - 

methylphenyl)methyl]-4-inethoxy-5- (l-nethylethyDphenoxyJ- (9CI) (CA 

INDEX 

NAME) 




CN Benzeneacetic acid, 3, 5-dibromO'4- (3- I {5- (1, l-dimethyletbyl) -a- 

hydroxyphenyl] (3 -methylphenyl) methyl] -4-nethoxy-S- ( 1 -mathylethyl ) phenoxy) - 
(9CI) (CA INDEX NAME) 




RN 433686-4B-7 CAPLUS 

6/23/2003 



10/082,022 
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CM Benzenepropanoic acid, 3- { [3- 13, 6-dibromo-4- (carboxymethyDphenoxyJ -5- 

methoxy-4- (l-inechylethyl)phenyl] ( 3 -mechyl phenyl) methyl] -4-hydrexy*. 

.alpha. -methyl escer (SCI) (OA INDEX HAKE) 




RH 433686-49-8 CAPUJS 

CM Benzeneacecic acid. 3. S-dlbroii»-4- [a- 1 (3. 4-dihydroxyphenyl) (3- 

meChylphenyl)njethyll-4-iBethcMcy-5-(l-inechylethyl)pheiioxyJ- (901) (CA 

INDEX 

NAME) 




RN 433686-50-1 CAPLUS 

CN Benzeneacetic acid, 3. 5-dibronjo-4- (2- [ (a-hydroxy-4-methoxyphenyl) (3- 
methylphenyl)nlethyll -4-methoxy-S- (l-inethylethyljphenoxyj - (9CI) (CA 

INDEX 

NAME) 
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RN 433686-53-3 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo-4 - (2- [ [2-hydroxy-«- 

(trifluoromethoxy) phenyl) (3 -methylphenyl) methyl) .4-methoxy-S- ( 1- 
methyl ethyl ) phenoxy) • (9CI) (CA INDEX NAME) 




RN 433686-53 -4 CAPLUS 

CN Benzeneacetic acid. 3. S-dibroino-4- [3- f [3-hydroxy-6- 

(trieiuoromethoxy) phenyl] (3 -methylphenyl) methyl] •4-raethoxy-5- (l- 
methyl ethyl) phenoxy}- (9CI} (CA INDEX NAME) 



L4 ANSWER 2 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 4336B6-S4-5 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibroino-4- (2- ( (3-hydroxy-5- 

(phenylmethoxy) phenyl) (3 -methylphenyl) methyl] -4 -methoxy-5- {1- 
nethylethyl ) phenoxy] - (9CI} (CA INDEX NAME) 




RN 433686-55-6 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- 13- ( (3-hydroxy-3-methoxy-6- 

methylphenyl) (3 -methylphenyl) methyl] -4 -methoxy-5- { I -methylethyl) phenoxy] 
{9CI) (CA INDEX NAME) 



Habte 
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RN 433686-56-7 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- {2- [ {2-hydroxy-3,4-dimethoxyphenyl) (3 
methylphenyl ) methyl] - 4 -methoxy- 5 - ( 1 -methylethyl ) phenoxy] - ( 9CI ) (CA 

INDEX 

NAME) 




RN 433686-57-8 CAPLUS 

CN Benzeneacetic acid, 3,5-dibroaio-4- (2- [(3-hydroxy-4,6-dimethoxypheiiyl) {3 
methylphenyl) methyl ] -4-methoxy-5- (1-methylethyl) phenoxy] • (9CI) (CA 

INDEX 

NAME) 




RN 433686-58-9 CAPLUS 
CN Benzeneacetic acid, 

3,5-dibromo-4- (2- [ (6 -hydroxy-a , 3 , 4- trimethoxyphenyl ) (3- 

6/23/2003 



10/082,022 
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meChylphenyDcMthyl] -4-raethoxy-5-<l-nethylethyl)phencucy)- OCX) <CA 

INDEX 




RN 433686-59-0 CAPLUS 

CN Benzeneace'^lc acid, 3.5-dibroiao-4- [a- C(6-hydroxy-X,3-b«n«odlojtol-5-yl) (3 
raethylphenyl) methyl] -4 -Biethoxy-5- (l-raethylethyl)pheno3cyJ - (9CI) (CX 

INDEX 

NAHB) 




L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 



i-Pr 




RN 433686-61-4 CAPUJS 

CN Benzeneacetic acid, 3. 5-dibr«3no-4- [3- [ (3. 4'-diinethoxyphenyll (3- 

iMthylphenyl>iiiethyl}-4-nethoxy-S-(l-iMithylethyl)phenoxy] - (9CZ) (CA 

INDEX 

NAME) 




RN 433686-62-5 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibroino-4 - [2- ( (4- tdiniethylamino)phenyl] (3 - 

oiethylphenyDmethyl} ■-4-inethoxy-5- (l-methylethyl)phenoxy] - (9CI) (CA 

INDEX 

NAME) 



RN 433686-60-3 CAPLUS 

CN Benzeneacetic acid, 3,5-dibromo-4- [2- I (S-hydroxy-l, 3-benzodioxol -4-yl) (3- 
methylphenyDoethyll -4-methoxy-S- (l-methyiethyl)phenoxy] - {9CI) (CA 

INDEX 

NAME) 



L4 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 
HO2C- CH3 




RN 433686-63-6 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- (a- ( [2-hydroxy-S- (lH-pyrrol-1- 

yDphenyl] (3-methylphenyl)methylJ -4-iiiethoxy-5- (l-inethylethyDphenoxyl - 
(9CI) (CA INDEX NAME) 




RN 433686-64-7 CAPLUS 

CN Benzeneacetic acid, 4- {2- ( {3-amino-2-hydroxy-l-naphthalenyl) (3- 

methylphenyl) methyl] -4-methoxy-5- (l-methylet)iyl)phenoxyJ -3, S-dibromo- 
{9CI) (CA INDEX HAKE) 




L4 MISWER 3 OP 6 CAPLUS COPYRICHT 3003 ACS (Continued) 
RN 433686-65-8 CAPLUS 
CN Benzeneacetic acid. 

3,5-dibrono-4- (2- (IH-indol -3-yl { 3 -methylphenyl) methyl] - 

4-methoxy-S- (l-inethylethyl)phenoxyl - (9CI) (CA INDEX NAME) 



A' 



RN 433696-67-0 CAPLUS 

CN Benzeneacetic acid, 3 , 5 -dibronio-4- {2- ( (5-bromo- lH-indol-3 -yl) (3- 

methylphcnyl) methyl] -4-methoxy-5- (l-methylethyl)phenoxy] - {9C1) (CA 

INDEX 

NAME) 



A' 



RN 433686-69-3 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibro«no-4- |4-methoxy-5- (l-mathylethyl) -3- [ (l> 
methyl - IH- indol - 3 -yl ) (3 -methylphenyl ) methyl J phenoxy] - (9CI ) (CA INDEX 



Habte 



6/23/2003 



10/082,022 



Page 11 



L4 ANSWER 2 OV 6 CAPLU5 COPYRIGHT 3003 ACS (Continued) 




RN 433666-70-5 CAPLUS 

CN IH- Indole '4 -carboxylic acid, 

3 - ( [2- [2,6-dibromo-4- (carboxymechyDphenoxy} - 

5 -methoxy-4 - < l -msthylethyl J phenyl I <3 -irathylphenyl ) nechyl 1 - , 4 -netbyl 

eater 

(9CI) (CA INDEX NAME) 




RN 433666-71-6 CAPLUS 

CN lH-Indole-5-carboxylic acid, 

3- t [2- [2.fi-dibron»-4- (carboxymethyl ) phenoxy3 - 

5-methoxy-«- {l-methylethyl)phenyl) (3-methylphenyl)methyl].- , S-nethyl 

ester 

(9CI) (CA INDEX NAME) 



L4 ANSWER 3 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




HOaC-CHa Br 



RN 4336B6-73-7 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- [4-roethoxy-5- (l-methylethyl) -3- ( (3- 
methylphenyl) -2-thienylmethyl)phenoxy) - (9CI) (CA INDEX NAME) 




RN 433686-73-8 CAPUJS 

CN Benzeneacetic acid, 3. 5-dibronio-4- (3- [ (3, 5-dimethylphenyl) (4- 

hydroxyphenyl) methyl] -4-inethoxy-5- (l-methylethyDphenoxy) - (9CI) (CA 
INDEX NAME) 



L4 ANSWER 2 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




OH 



RN 433686-74-9 CAPLUS 

CN Benzeneacetic acid, 3,S-dibroiiio-4- (2- [ (3, 5-dlmethyIphenyl) (5-Cluoro-3- 
hydroxyphenyl ) inethylj -4 -methoxy-5* (1 -methylethyl ) phenoxy] - (9CI ) (CA 
INDEX NAME) 




RN 433686-7S-0 CAPUTS 

CN Benzeneacetic acid, 3,5-dibroino-4- (3- [ (4-broi»-3-hydroxyphenyl) (3- 

raethylphenyl) methyl] -5- (1. 1-dimethylethyl) -4-methoxyphenoxy] - (9CI) (CA 
INDEX NAME) 



L4 ANSWER 2 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




RN 433666-76-1 CAPLUS 

CN - Benzeneacetic acid, 3, 5-dibro(no-4- {3- E (3-bromo-4-hydroxyphenyl} (3- 
Illethylphenyl)Inethyl] -5- (1, 1-dimethylethyl) •4-methoxyphenoxy] - (9CI) (CA 

INDEX NAME) 




RN 433686-77-3 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- [3- { (3-bromo-6-hydroxyphenyl) (3* 

methylphenyl) methyl] -5- (1, 1-dimathylethyl) - 4 -nethoxyphenoxy] - (9CI) (CA 
INDEX NAME) 




Habte 



RN 433686-76-3 CAPLUS 
CN Benzeneacetic acid, 

3,5-dibromo-4- [5- (1 , 1 -dlmethylethyl) -3- [(3-hydroxy-4,6- 



6/23/2003 



10/082, 022 



Page 12 



L4 ANSWER a OF C CAPLUS COPYRIGHT 2003 ACS C Continued) 

dimethylph«nyl ) <3 -tnethylphenyl ) methyll -4 -mathoxyphenoxy] - (9CI ) (CX 

INDEX 

NAME) 




RN 433686-79^4 CAPLUS 

CN Benzeneacetic acid. 3, 5-dlbroiiio-4- (5* (l, l-dinetbylechyl) >3- f (a-hydroxy-3 
methoxy-fi-niethylph«nyl ) O-nathylphenyl )mechyl| -4-Rethoxyphsnoxy) • (9CI ) 
<CA IHDEX NAME) 



L4 'ANSWER 3 OF 6 CAPLUS COPYRIOHT 3003 ACS (Continued) 




RH 4336B6-S1-8 CAPLUS 

CN Benxeneacetic acid, 3, 5-dibromo-4- [3- <diphenylnethyl) -4-tMChoxy-S- (1- 
iMthylethyDphenoxy]- (9CI) (CA INDEX NAME) 




RN 433686-80-7 CAPLUS 
CN Banzeneacetic acid, 

3,5-dibroino-4- (5-cyclopentyl-2- t (S-hydroxy-a-methojey-S- 

methylphenyl K3-«athyXphenyl) methyl) -4 -methoxyphenoxyj - {9CI) <Ch INDEX 

NAME) 




CHa-C02H 



RN 433686-03-9 CAPLUS 

CN Benzeneacetic acid, 3.5-dibrono-4- [3- (IH-imidazol-l-ylO- 

methylphenyl ) methyll- 4 -metlK)xy-S-<l -methyl ethyl ) phenoxyj - (9CI) <CA 

INDEX 

NAME) 




i-Pr 



RN 433686-83-0 CAPLUS 

CN Benzeneacetic acid. 3 . 5-dibromo-4- [3- ( (3, S-dihydroxyphenyl) (3- 



L4 ANSWER 2 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 

methylphenyDmethyll -4-hydro3cy-5- (l-methylethyl)phenoxyl - (9CIJ (CA 

' INDEX 

NAME) 




348X66-50-7 34BlC6-93-a 433686-84-1 
433686-85-3 

RL: RCT (Reactant) ; RACT (ReacCanC or reagent) 

(prepn. of 4 -phenoxyphenylacetic acida active at the glucocorticoid 

receptor III) 
348166-50-7 CAPLUS 

Benzeneacetic acid, 3, 5-dibron>o-4- ta- [hydroxy (3 -oethylphenyl) methyl) -4- 
methoxy-S-(l-methylethyl)phenoxy)- (9CI) (CA INDEX NAME) 



L4 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




Br CHa— COaH 



RN 433686-84-1 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo-4- IS- (1, 1-dimethylethyl ) -2- (hydroxy (3- 
methylphenyl ) methyl] -4 -mathoxyphenoxy) - (9CI) (CA INDEX NAME) 



'XL 





RN 348166-93-8 CAPLUS 
CN Benzeneacetic acid, 

3 , 5 -dibromo - «- t2-I(3,5- dimethylphenyl ) hydroxynethyl ) - 4 - 

raethoxy-5-(l-methylethyl)phenoxyI- (9C1) (CA INDEX NAME) 



RN 433686-85-3 CAPLUS 
CN Benzeneacetic acid, 
3, 5-dibromo-4- (5-cyclopentyl- 
methoxyphenoxy) - (9CI) 



I 

"'^V^X-^/ CH- OH 



2' (hydroxyphenylmethyl) -4- 
(CA INDEX NAME) 



Habte 



' 352043-Cl-lP 348166-39-3P 3481C<-Ca-lP 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(prepn. oC 4 -phenoxyphenylacetic acida active at the glucocorticoid 

receptor III) 
352043-61-1 CAPLUS 

Benzeneacetic acid, 4- (3-benzoyl-4-methoxy-5- <l-methylethyl)phenoxy} -3, 5- 



6/23/2003 



10/082,022 
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lA ANSWER a OP 6 CAPLUS COPYRIGHT 3003 ACS {Continued) 
dibrorao-, methyl eater (9CI) (CA INDEX NANB) 



ANSWER 3 OP 6 CAPLUS COPYRIGHT 2003 ACS 




ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEB(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE I 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2002:438637 CAPLUS 
137:30330 

'preparation of 4 -phenoxyphenylacetic acids ective at 

the glucocorticoid receptor II 

Pelcmsn, Benjamin; GustaCsaon, Annika; Kym, Philip R. 

Karo Bio AB, Swed.; Abbot Laboratories 

PCT Int. hppl., 41 pp. 

CODEN: PIXXD3 

Patient 

English 



KIND DATE 



RN 34Q166-39-2 CAPLUS 
CN Benzeneacetic acid, 

3. S-dibronw-4- [2- <hydroxyphenyl methyl) -4 -methoxy-S- (1- 
methylethyljphenoxyj - (9CI) (CA INDEX NAME) 




WO 300304364B A3 20020606 

WO 3003043648 CI 20030906 

W: AB, AO, AL, AM, AT, AU. 

CO, CR, CU. C2, DE. DK, 

HR, HU, ID. IL, IN, IS, 

LT, LU, LV, MA, MD, MO, 

RU, SD. SB. SO. SI, SK, 

VN, YU. ZA, ZW. AM, AZ, 

RW: OH, GM, KE, LS, KW, MZ, 

CY. DE, DK, ES. f I , PR. 

BF, BJ. CP, CO, CI, CM, 

AU 2003033105 AS 30030611 
PRIORITY APPLN. INFO. : 



APPLICATION NO. DATE 



WO 3001-IB3303 30011138 



OTHER SOURCE <S) i 
01 



MARPAT 137 



AZ, BA, BB, BO. BR. BY. 

DM, DZ, EE, ES, PI, GB, 

JP, KE. KG. KP, KR, KZ, 

MK. MN, MH, MX, HZ, NO, 

SL. TJ, TM. TR, TT, TZ, 

BY. KG, K2. MD. RU, TJ, 

SD. SL. SZ. TZ, UO, ZM, 

GB. GR. IE, IT, LU, MC, 

OA, ON, GQ, GW, ML, KR, 
AU 3003-3310S 

GB 3000-39103 A 

WO a00I-IB3303 W 
30330 



BZ. CA, CH, CH, 
GD. GE, GH, GM, 
LC, LK, LR, IS. 
NZ, PL, PT, RO, 
UA, HQ, US, UZ, 
TM 

ZW, AT, BE, CH. 
NL, PT, SB, TR, 
NB, SN, TD, TO 

30011138 

30001139 

30011138 



RN 348166-62-1 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibrotno-4 - 12- [chloroO -methylphenyl)methyl] -4- 
. methoxy-S- U -methyl ethyl) phenoxyj - (9CI) (CA INDEX NAME) 





REFERENCE COUNT; 
FORMAT 



THERE ARB 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



AB The title cocnpds. [I; X - CH3, CHYR7, CHYC0R7, CO, CS, C:NORe; Y - O, S, 
NR8; Rl « C02H, heteroaryl; R3, R3 « H, halo, allcyl, provided that one oC 
R3 or R3 is other Chan hydrogen; R4 - alkyl, alkenyl, alKynyl, halo, 

etc , ; 

R5 - alkyl which is substituted by A (provided that A is not halo) , 
alkyl , 

alkenyl, etc.; R6 - alkyl, cycloalkyl, heterocycloalkyl , etc.; R7 - H; Ra 
- H, alkyl, cycloalkyl, etc.; A - halo, cycloalkyl, alkenyl, etc.) that 
are liver selective glucocorticoid receptor antagonists, useful in 
therapy 



L4 ANSWER 3 OF S CAPLUS COPYRIGHT 2003 ACS (Continued) L4 ANSWER 3 OF 6 CAPLUS COPYRIGHT 3003 ACS {Continued) 

and in the regulation of metab.. eap. lowering blood glucose levels, were 

prepd. E.g.. a multi-etep synthesis of I [Rl - C03Hj R3, R3 - Br; R4 - R» 434337-08-9 CAPLUS 

iBO-Pr; RS - (CH2)3C{:CH2)Me; X - CO; R6 - 3-MeC6H4] was given. The CH Benzeneacetic ecid, 

compdB. I exhibit an affinity for the glucocorticoid receptor in the 3, 5-dibroaio-4- [2- <3-inethylbenzoyl) -5- (l-inethylethyl) -4- 

„nge (3-pentynyloxy)phenoxyl- (9CI) (CA INDEX NAME) 

between O.l and 5000 nM. 
IT 434327-q«-7P 434327-07-8P 434327-0B-9P 

434327-09-OP 434327-10-3P 434337-11-4P 

434337-13-SP 434327-13-CP 434327-14-7P 

434337-15-8P 434327-1C-9P 434337-17-0? 

434337-18-lP 434337-19-3P 434337-20-5P 

434337-31-eP 434337-33-7? 434337-33-8P 

434327-34-9P 434337-35-OP 434337-3C-1P 

434327.37-3P 434327.2B-3P 434327-39-4P M«-<««>-rH,-'rH^-0 
434337.30-7P 434327-31-flP 434337-33-9P """^ 
434327-33-OP 434327-34-lP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

„^ — 

(prepn. of 4 -phenoxyphenylacetic acids active at the glucocorticoid 
receptor II) 

RN 434327-06-7 CAPLUS 434327-09-0 CAPLUS 

CN Benzeneacetic acid, 3,5-dibroaio-4- (2- (3-methylbenzoyl) -4- ( (3-methyl-3- CN Benzeneacetic acid, 

butenyDoxy] -S-(l-methylethyl ) phenoxyj- (9CI) (CA index NAME) * 3,5-dibromo-4- [4- {2-methoxyethoxy) -2- (3-inethylbenzoyl) - 

' ' S-d-methylethyDphenoxy]- (9CI) (CA INDEX NAME) 





10/082,022 
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L4 ANSWER 3 OP 6 CAPLUS CXJPYRIGHT 3003 ACS (Continued) 

RN 434337-11-4 CAPLUS 
CN Benzeneacetic acid« 

3,5-dibranio-4- (4- [a- [a- U-nwthoxyathoxy)ethoxy]echoxy) • 

3-<3-iiiethylbenzoyl)-5-(l-aiethyleChyl)phen<»cy]- (9CI) < OA INDEX NAME) 



L4 AHSWER 3 OP 6 CAPLUS COPYRIGHT a003 ACS (Continued) 



Meo- CH3- CH3- o- cHa- CHa- o- cHa- CHa" 





RN 434337-13-6 CAPLUS 

CN Benzeneacetic acid. 3, 5-dibromo-4- [4- (a- (ethylchio)ethoxy} -a- (3- 
iwthylbensoyl)-5-(l'inethylethyl)phenoxyl- (9CZ) <CX INDEX NAME) 



Ets-CHa-CHa- 




RN 434327-14-7 CAPLUS 

CN Benzeneacetic acid, 4- [3-benzoyl-4- (carboxynethoxy) -5- <1- 
methylethyl)phenoxy)-3.5-dibrorao- (9CI) ICA INDEX NAME) 



— CO2H 



RN 434337-12-5 CAPLUS 

CN Benzeneacetic acid, 3,5-dibrowo-4- [4- [ (7-hydroxyheptyl)Q3cyI -a- (3 
methylbenzoylJ-S-d-methylethyDphenoxyl- (9CI) (CK INDEX NAME) 




i-Pr 



RN 434327-15-8 CAPLUS 
. CN Benzeneacetic acid, 3. 5-dibromo-4- (4 - [ {5-carboxypentyl)oxy) -3- (3- 
lnethylbenzoy^) -5- (l-tnethylethyl)phenoxyl - (9C1) (CA INDEX NAME) 



L4 ANSWER 3 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 



HOaC-(CHa) 




RN 434327-16-9 CAPLUS 
CN Benzeneacetic acid. 

3. 5-dibrorao-4- 13- (3 -methylbenzoyl) -5- (I-methylethyl) -4- 
{phenylmetho]Ey)phenoxy] - (9CI) (CA INDEX NAME) 




RN 434337-17-0 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroaio-4- [4- [ (a-£luorophenyl)iiiethoxy] -3- (3- 
methylbenzoyl}-5-{I-inethylethyl)phenoxy]- (9CI) (CA INDEX NAME) 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 434337-18-1 CAPLUS 

CN Benzeneacetic acid, 3,5-dibromo-4- (4- ( (3-f luorophenyDmethoxy] -a- (3 
methylbenzoyl) -5- (l-methylethyl)phenoxy3- (9CI) (CA INDEX NAME) 




RN 434327-19-3 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo-4- (4 - ( (4 -f luorophenyl) methoxy] -3- (3 
methylbenzoyl) -5- (l-methylethyl)phenoxy] - (9CI) (CA INDEX NAME) 



Habte 



6/23/2003 



10/082,022 
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L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




Me 



F 

RN 434337*30-5 CAPLUS 
CN Benzenescetic acid, 

3,5-dibroino-4- (3- (3 -methylbenzoyl ) -S- (l-methylethyl ) -4 - 

lO-methylphenyDmethoxyJphenoxy] - (9CII (CA IKDBX NAHE) 




Me 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 3003 ACS <Oontinued) 
RN 434337-31-6 CAPtUS 

CN Benzen«aeetie acid. 3,5-dibroi»o-4- [4- I [4- (1. l- 

dinethylethyl) phenyl! RWthoxy) -a - O-meChylbenzoyl) -S- (1- 
methylethyllphenoxy)- (SCI) (CA INDEX NAME) 




t-Bu 



RN 434337-33-7 CAPLUS 
CN Benzeneacetic acid, 

3,5-dibron»o-4- (3- (3 -methylbenzoyl ) -5- ( l-methyleChyl) -4- 

t [4- (trifluoromethoxy)phenyl)mechoxy]phenoxyl - (9CI) (CA INDEX NAME) 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 

PAGE 1-A 

H03C-eM2 




Br T Br 



RN 434327-33-0 CAPLUS 
CM Benzeneacetic acid, 

3, 5-dibromo-4- [3- (3 -methylbenzoyl) -5- (l-nethylethyl) -4- 

E(3-nitrophenyl)methoxy]phenoxy}- (9CI) (CA INDEX NAME) 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 
HO2C-CH2 




Br I Br 




RN 434327-34-9 CAPLUS 

CM Benzeneacetic acid. 3 , 5-dibroiiio-4- (4- ( (4-carboxyphenyl ) methoxy] -2- (3- 
metbylbenzoyl}-S-(l-Riethylethyl)phenoxy]- (9CI} (CA INDEX NAME) 




r 



Habte 



6/23/2003 



10/082,022 
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L4 AN5NBR 3 OP 6 CAPLU5 COPYRZOHT 3003 ACS (Continued) 

PAGE 3-A 

I 

CO3H 

RH 434337-35*0 CAPLUS 
CN Benzeneacecic acid, 

3,S-dibromo-4- (4- { (4- (tnethoxycarbonyl) phenyl ]methoxy] - 

3-(3-methylbenzoyl)-5-<l-inethylethyl)pheno)tyJ- (9CII (CA INDEX HAMB) 



PAGB 1-A 




PAGE 3-A 

if"" 

O 



RN 434337-36-1 CAPLUS 

CN Benzeneacetic acid, 3. 5-dibroino-4- (4- I (3. S-dif luorophenyHmethoxyl -2- (3- 
methylbenzoyl) -5- (l-methylethyl)phenoxyl - (9CI> (CA INDEX NAME) 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 434327-27-2 CAPLUS 

CN Benzeneacetic acid, 

3.5-dibrono-4- (4- ( (5-broa»-3-Riethoxyphenyl)tMthoxy] -3- 

(3-niethylbenzoyl)-5-(l-methylethyl)phenoxyl > (9CI) (CA INDEX NAME) 




Br 

'XX. 



RN 434337-3B-3 CAPLUS 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 
CN Benzeneacetic acid, 3, 5-dibromo-4- (4- I (S-chloro-X, S-benzodioxol-S- 
yl) tnethoxy) -2- (3-methylbenzoyl) -S- (I-wethylethyDphenoxy] - (9CI) (CA 
INDEX NAME) 



i-Pr 




RN 434337-39-4 CAPLUS 
CN Benzeneacetic acid, 

3,5-dibromo-4- [a- (3-methylbenzoyl} -5- (l-methylethyl) -4- 

(4-pyridinylmethoxy)phenoxyJ - (9CI) (CA INDEX NAHE) 




RN 434337-30-7 CAPLUS 
CN Benzeneacetic acid, 

3,5-dibrofflo-4- 13- (3-methylbenzoyl) -S- (l-met)»ylethyl) -4- 
(3- (4-methyl-S-thiazolyl)ethoxy1phenaxyl - (9CI) (CA INDEX NAHE) 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




H0aC-CH2 



RN 434337-31-8 CAPLUS 
CN Benzeneacetic acid, 

3, 5-dibrooo-4- [3- (3-methylbenzoyl) -5- (1-methylethyl ) -4- 

[(3-pbenyl-3-propenyl)oxylphenoxy] - (9CI) (CA INDEX NAME) 



Me 




RN 434337-33-9 CAPLUS 
CN Benzeneacetic acid, 

3. 5-dibroq»-4- (3- (3-Riethylbenzoyl) -5- ( 1 -methylethyl } -4 
(4-phenylbutoxy)phenoxy)- (9CI) (CA INDEX NAHE) 



Habte 



6/23/2003 



10/082,022 
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L4 ANSWER 3 OP 6 »PLUS COPYRIGHT 3003 ACS (Continued) 



- tCH3)4- 




RN 434327-33-0 CAPLUS 
CN Benzeneacetic acid, 

3, 5-dibromo-4- [2- (3 -methylbenzoyl) -5- (1-methylethyl) -4- 

[2- (l-piperidinyl)ethoxy)pheiioxyj - (9CI)- (CA INDEX NAME) 




L4 ANSWER 3 OP 6 CAPLUS OOPYRXaMT 3003 ACS (Continued) 

PAGE 2 -A 



o 



RN 434337-34-1 CAPLUS 
CN Benzeneacetic acid, 

3,5-dibra(nO'4- (3- (3 -nechylbenzoyl ) -5- ( 1 -methylethyl ) -4- 

(3-(4-tnorpholinyl)eChoxylphenoxy}- (9CI) (CA INDEX NAME) 




O 



aS2043-sa-aP 2S2a01«f8-aP 3481C7-35-»P 
34ei6T-a7-lP 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP. (Preparation) ; PACT 
{Reactant or reagent) 

(prepn. of 4-phenoxyphenylacetic acida active at the glucocorticoid 
receptor II) 

RN 252043-62-2 CAPLUS 

CN Benzeneacetic acid. 3 , 5-dibromo-4 - I4 -methoxy-2- {3-methylbenzoyl) -5- (1- 
methylethyllphenoxy] methyl ester (SCI) (CA INDEX NAME) 




RN 252201-98-3 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibronio-4- [4-methoxy-3- (3 -methylbenzoyl) -5- (1- - 
methylethyDphenoxy] - (SCI) (CA INDEX NAME) 



L4 ANSWER 3 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 
RN 348167-27-1 CAPLUS 

CN Benzeneacetic acid, 3,5-dibroino-4- l4-hydroxy-a- (3-inethylbenzayl) -5- ^l- 
^lethylethyl)phenoxy} - , methyl ester (9CI) (CA INDEX HANQ) 





RN 34ai67-aS-9 CAPLUS 

CN Benzeneacetic acid, 3,5-dibrorao-4- [4-hydroxy-a- (3-methylbenzoyl) -S- (1- 
methylethyDphenoxy] - {9CI) (CA index name) 




Habte 



6/23/2003 



10/082,022 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

IHVENTOR(S) : 



PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 
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CODEH: PIXXOa 
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L4 ANSWER 4 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




Me Me 



AB The title compde. (1) [wherein Rl . C02H. CONHW. COC03H, S03H, 

P(0) <0H) (ORB). P(0} (OH) (NR9R10). or (un) aubatituted heteroaryl; R3 and R3 
. - independently H. halo. (halo)al)cyl, OH, (halo)alkoxy, (halo)alkylthio, 
perfluoroalkyl, or perf luoroalkoxy; R4 R5, R6, and R7 - independently 
(un)Bubfltituted (perf luoro) alkyl , cycloalkyl, alkenyl, or alkynyl; or R4 
and R5 - independently (un) BUbetltuted heterocycloalkyl or (hetero)aryl; 
or R4, R6. and R7 - independently halo, ORB. SR8, S0R8, S02Ra, NR9R10, 
NR11C{2)R8, NR11C(Z)NR9R10. NR11S03R11, or NRl ISOaNRSRlO ; or R6 and R7 - 
independently 0C(Z)R8. 0C{Z)0RB, OC{Z)NR9R10. OSO2NR9R10. NR11S03RB, 

etc. ; 

R8, R9, RIO, and Rll - independently H or (un) aubstltuted 
(perCluoro) alkyl, cycloalkyl, alkenyl. alkynyl, heterocycloalkyl, 
(hetero)aryl, etc.; Y « H, OH, (halo)alkoxy, perf luoroalkoxy, acyloxy. 
(halo) alkyl tbio. perfluoroalkylthio, alkylsulfonyloxy. asido. or NR9NR10; 
Z . O. S. HR8. H(NR9R10}, N(0R8), NS03NR9R10, N(CN), CH(N03), or CR9R10j 
or pharmaceutically acceptable aalta, atereoiaomera, or prodruga thereof] 
were prepd. aa liver aelective glucocorticoid receptor antagoniata for 

the 

regulation of metab.. eap. lowering blood glucoae levela. For exan^le, a 
aoln. of 3.5-dibroino-4-hydroxyphenylacetic acid Ne eater and TEA in 
CH3C13 

was added to a rnixt. of bis (3-isopropyl-4-methoxyphenyl] iodonium 
tetraf luoroborate (prepn. given) and copper bronze in CH2Cla to give 
3, S-dibromo-4- {3-iBopropyl-4-methoxyphenoxy)phenylacetic acid Me ester 
(76%). Converaion to the ketone via a Priedel-Crafta reaction with AcCl 
(76%) and redn. uaing NaBH4 in MeCW and LiOH (91%) gave II. I exhibited 
affinity for the glucocorticoid receptor in the range between 0.1 and 



5000 



Thua. Z are ugeCul for the treatment of diseaaaa asaocd. with metab. 
dyafunction, auch aa Type Z and Type ZI diabetea. Cuahing'a ayndrome. and 



L4 ANSWER 4 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 

inf lamnation (no data) . 
ZT 3481C6-«7'3P 

RL: BAC (Biological activity or effector, except adverae) ; BSU 
(Biological 

atudy, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 

study) ; PREP (Preparation) 

(intermediate; prepn. of di-Ph ether liver selective glucocorticoid 
receptor antagonists starting from phenols and diphenyl iodonium salta) 
RN 346166-47-2 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibronio-4- [2- t (2 , 4 -dif luorophenoxy) (2 - 

methylphenyl) methyl) -4-methoxy-5- ( 1 -methyl ethyl ) phenoxy] - . methyl ester 
{9CI) (CA INDEX NAME) 



I? 




IT 3S3043-61-1P a52043-€2-3P 253301-98-3P 
a58819-6S-7P a5e819-74-8P 3580aO-03-9P 
3SSa30-03-0P 3SB8aO-17-6P 34tlCC-4a-7P 
34lliC-45-0P 34B1M-4S-1P 14SlCI-'49-4P 
34ei6<-53-9P 348166-54-lP 34816C-5<>3P 
34816C-65-4P 348166-93-7P 3481C(-94-9P 
34B1««-95'0P 348K4-99-4P 34B167-00-0P 
34ei67-03-3P 34ai«7-04-4P 34Blt7.10>3P 
34B1<7>11'3P 34B167-14-6P 3481C7-1S-7P 
34B1C7.20-4P 34B1C7-21-5P 3481C7-22-CP 
34Bl<7-a5-»P 348167-37-lP 348147-38-2? 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(intermediate; prepn. of di-Ph ether liver selective glucocorticoid 
receptor antagonists starting from phenols and diphenyl iodonium aalta) 
RH' 353043-61-1 CAPLUS 

CN Benzeneacetic acid, 4- (3-benzoyl-4-methoxy-S- (l-methylethyl)phenoxy] -3. 5- 
dibromo-, methyl eater (9CI) (CA INDEX NAME) 



L4 ANSWER 4 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 



iT 




i-Pr 



RN 353043-63-3 CAPLUS 

CN Benzeneacetic acid, 3.5-dibromo-4- (4-methoxy-a- (3-methylbenzoyl) -5- (1 
methylethyDphenoxyl-. methyl ester (9CZ) (CA INDEX NAME) 



Me 




Br CH2— C-OMe 

RN 352201-98-2 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo-4 - [4-methoxy-3- (3-methylbenzoyl) -5- (1- 
methylethyl) phenoxy]- (9CI) (CA INDEX NAME) 




RN 358819-65-7 CAPLUS 

CN Benzeneacetic add, 3, 5-dibromo-4- (3- (3-iodobenzoyl) -4-methoxy-5- ll- 
methylethyDphenoxy] • (9CI) (CA INDEX NAME) 



Habte 



6/23/2003 



10/082, 022 
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lA ANSWER 4 OP fi CAPLU8 COPYRIGHT 3003 ACS (Concinued) 




RN 358B19-74-a CAPLUS 

CN Benzeneac«cic acid. 

3,5-dlbroiiK>-4- [3- (3, S-diCluorobenzoyl) -4-raethoxy-5- (1- 
oethylethyDphenoxy]- (9CX) (CA IlIDBX NAME) 



L4 ANSWER 4 OP « CAPLUS GOPYRZOHT 3003 ACS {Continued} 




RN 358820-17-6 CAPLUS 
CN Benzeneacetlc acid, 

3,5-dibrono-4- [3- {3,5-difluorobenzoyl) -4-methoxy-5- (1- 

iMthyl ethyl ) phenoxy] methyl eater (9CI} (CA INDEX NAME) 




RN 2B8820-02-9 CAPLUS 

CN aenzeneacetic acid. 3, 5-dibromo-4- l4-methoxy-2- {2-methylbenzoyl) -5- (1- 
methylethyl) phenoxy] methyl ester OCX) (CA INDEX NAME) 



Me 




RN 258820-03-0 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibronso-4- [4-methoxy-3- (4-methylbenzoyl) -5- (1- 
methylethyl ) phenoxy] methyl ester (9CI) (CA INDEX NAME) 




RN 348166-42-7 CAPLUS 

CN Benzeneacetic acid. 3,5-dibromo-4- [4-methoxy-5- (l-methylethyl) -2- [ (2- 
(methylsul f onyl ) ethoxy] phenylmethyl J phenoxy] - , 2- (methyl su If onyl ) ethyl 
ester {9CI} (CA INDEX NAME) 




Ph O 



RN 348166-45-0 CAPLUS 

CN Benzeneacetic acid, 3,5-dibroino-4- C4-inethoxy-2- (methoxy(2- 



ANSWER 4 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 

methylphenyl ) methyl ] - S - (1 -methylethyl ) phenoxy) - . methyl ester ( 9CI ) (CA 

INDEX NAHB) 



L4 ANSWER 4 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




348166-46-1 CAPLUS 

Benzeneacetic acid, 3 , 5-dibromo-4- [2- [chloro(3-methylphenyl)methylI -4- 
methoxy- 5- (I -methylethyl) phenoxy] methyl ester (9CI) (CA INDEX NAME) 




348166-49-4 CAPLUS 

Benzeneacetic acid, 3, 5-dibromo-4- l4-iiiethaxy-5- (l-nethylethyl) -3- I (3- 
methylphenyl) [ (2-methylpropyl) amino] methyll phenoxy] methyl ester (9CI) 
(CA INDEX NAME) 



i -BUMH— CH V.,;^ 



Br CH2— C— OMe 



RN 348166-54-1 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroiiio-4- (4-methoxy-2- { (1-methylethoxy) (3- 
methylphenyl) methyl] -5- (l-methylethyl)phenoxy] -. 1-methylethyl ester 

(9CI) 

(CA INDEX NAME) 




348166-56-3 CAPLUS 

Benzeneacetic acid, 3, 5-dibromo-4- [2- I (cyclohexyloxy) {3 - 
methylphenyl) methyl] -4 -methoxy-5- (1-methylethyl) phenoxy] - 
eater (9CI} (CA index NAME) 



cyclohexyl 




348166-53-9 CAPIAJS 

Benzeneacetic acid, 3,5-dlbromo-4- l4-metboxy-3- (mcthoxy (3- 
methylphenyDmethyl] -5- (l-methylethyl)phenoxy] methyl eater (9CI) (CA 
INDEX NAME) 



348166-65-4 CAPLUS 

Benzeneacetic acid, 3 , S-dibroino-4 - (4 -methoxy-5- (1-methylethyl) -2- ( I (1- 
methylethyl) amino] (3 -methylphenyl )methyl3 phenoxy} -, methyl eater (9CI) 
(CA INDEX NAME) 



Habte 



6/23/2003 



10/082,022 
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U* ANSMER 4 OP « CAPLUS COPYRIGHT 3003 ACS (Continued) 



i-PrNH 

.A 'I 



RH 348166-93-7 OiPLUS 
CH Benzenaacetic acid, 

3,5-dibrcMQO-4- [3> {3 -'(dimechylamino) benzoyl] -4-iiiethoxy- 
S-tl-m«thylethyl)phenoxyJ- {9CI) (OA INDEX NAME) 




RN 348166-94-9 CAPLUS 
CN Benzenaacetic acid. 

3,5-dibrO(no-4- [2- (3. S-din^thylbenzoyl) -4-methoxy-5- (1- 

roethylethyDphenoxy) -, methyl ester (9CI) {CA INDEX name) 



CH2-C-0He 



RN 346166-95-0 CAPLUS 
CN Benzeneaeetic acid, 

3,5-dibroiiio-4' (3- (3,S-dimethylbenzoyl) •4-inethoxy-5- (1- 



L4 ANSWER 4 OP 6 CAPUJS COPYRIGHT 3003 ACS (Continued) 
methyleChyDphenoxy]- (9CII (CA INDEX KAHB) 



Mi 

Me 



RN 348166-99-4 CAPLUS 
CN Benzeneaeetic acid, 

3,5-dibroino-4- (3- (3-chloro-3-f luorobenzoyl) -4-<nethoxy- 

S-d-methylethyllphenoxy) methyl ester (9CI) (CA INDEX NAME) 




CHa— C-CMe 



RN 348167-00-0 CAPLUS 
CN Benzeneaeetic acid, 

3,5-dibromo-4- [3- (3>chloro-a-Cluorobenzoyl) -4-Riethoxy- 
5- (l-methylethyl)phenoxy) - (9CI) (CA INDEX NAME) 




L4 ANSWER 4 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 348167-11-3 CAPLUS 

RN 348167-04-4 CAPLUS CM Benzeneaeetic acid, 3, 5-dibromo-4- (S- (2-cyclopentylethyl) -4-inethoxy-3- (3- 

CN Benzeneaeetic acid, methylbenzoyl ) phenoxy J - (9CI) (CA INDEX NAME) 

3,5-dibromo-4- (2- (4 -fluoro-3 -methylbenzoyl) -4-methoxy- 
S-(l-methylethyl)phenoxyJ- (9CI) (CA INDEX NAME) 




OMe 

RN 348167-10-3 CAPLUS 

CN Benzeneaeetic acid, 3. 5-dibromo-4- {5- (3-cyclopentylethyl) -4-iiiethoxy-a- (3- RN 348167-14-6 CAPLUS 

methylbenzoyl ) phenoxy) methyl ester (9CI) (CA INDEX NAME) CN Benzeneaeetic acid, 3, 5-dibro«no-4- t5-iodo-4-niethoxy-a- (3- 

nethylbenzoyl)phenoxy] - , methyl ester (9CI) (CA INDEX NAME) 




Habte 



6/23/2003 



10/082,022 
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M ANSWER 4 OF 6 CAPLU5 COPYRIGHT 3003 ACS (Continued) 
RN 348167-15-7 CAPLUS 

CN Benzeneacetic acid, 3, S-dibromo-4- (5-iodo-4-methoxy-a- (3- * 
meChylbenzoyDphenoxy] - (SCI) (CA INDEX HAKE) 



Me 




RN 348167-20-4 CAPLUS 

CM Benzeneacetic acid, 4- [5- (acetylainino) -4-RWthoxy-a- (3- 
lMthylbenzoyl) phenoxy] -3 . 5-dibrono- . methyl eater (9C1> (CA INDEX NAME) 




RN 348167-21-5 CAPLUS 

CN Benzeneacetic acid, 3, S-dibroino-4- [4-inethoxy-3- (3-inethylbenaoyl) -5- t (^- 
lnethylbenzoyl)a^lino]phenoxyI nvethyl ester (9CI) (CA INDEX NAME) 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




OHe 



RN 348167-33-6 CAPLUS 

CN Benzeneacetic acid, 4- (S- (acetylaiaino) -4-methoxy-a- (3- 

methylbenzoyDphenoxy] -S.S-dibronio- (9CI) (CA INDEX NAME) 




RN 348167-35-9 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroino-4- [4-hydroxy-3- (3-methylbenzoyl) -5- (1- 
oiethylethyDphenoxyl- (9CI} (CA INDEX NAME) 




L4 ANSWER 4 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 
RM 348167-27-1 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibrotno-4- t4-hydroxy-2-(3-raethylbenzoyl) -5- (X- 
methylethyDphenoxy] methyl ester (9CI) (CA INDEX NAME) 




RN 348167-38-2 CAPLUS 
CN Benzeneacetic acid, 

3 , S-dibromo- 4 - [2- (3-methylbenzoyl ) -5 - ( I -raethylethyl ) - 4 - 
(3-niethylpropoxy)phenoxy] - (9CI) (CA INDEX NAME) 



Me 




IT 3481<6-43-aP 348166-51-8? 348166-59-6? 
34816C-6a-lP 348166-83-5P 34B16S-93-8P 
348166-98.3P 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological « 

Btudy, unclassiCied) ; RCT (Reactant) ; SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent) ; USES (Uses) 

(prepn. of di-Ph ether liver selective glucocorticoid receptor 
antagonists starting from phenols and diphenyliodonium salts) 
RN 348166 -43-S CAPLUS 

CN Benzeneacetic acid, 3,5-dibronw-4- {3- Ihydroxy(a-niethylphenyl>niethyll -4- 
mettioxyS-d-imthylethyDphenoxy]- (9CI} (CA INDEX NAME) 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




RN 348166-51-8 CAPLUS 

CN Benzeneacetic acid, 3 , S-dibrotno-4- (4 -tnethoxy-2- (methoxy (3- 

roethylphenyDmethyll -5- (l-methylethyDphenoxyl - (9CI) (CA INDEX NAME) 




RN 348166-59-6 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- [4-inethoxy-5- (1-methylethyl) -2- ( (3- 
methylphenyl) (4 -nitrophenoxy)methyl]phenoxy] - (9CI) (CA INDEX NAME) 




CN Benzeneacetic acid, 3, 5-dibromo-4- [3- [chloro (3 -methylphenyl) methyl] -4- 
methoxy-5-(l-methylethyl}phenoxy] - (9CI) (CA index NAME) 



Habte 



6/23/2003 



10/082,022 

L4 ANSWER 4 OF 6 CAPLU8 COpyRZQHT 3003 ACS 



(Continued) 
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L4 ANSWER 4 0P> S CAPLUS COPYRIGHT 3003 ACS (CDnCinued) 




RH 34B16«-8a-S CAPLUS 

CN Benzeneacetic acid, 3. 5-dibromo-4- 12- [hydroxy(4-raethylphenyl)inechylI -4- 
meth<wy-S-(l-inethylethyl)phenoxyJ- (9C1) (CA IMOEX MAMS) 




RM 348166-93-8 CAPLUS 
CN Benzeneacatic acid, 

3.5-dibreKno-4- [3- [ (3, S-dimeChylphenyDhydroxymethyl] -4- 

methoxy-5- {l-tnethylethyl}phenoxy] - {9CI) (CA INDEX HAMB) 




fOi 346166-98-3 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo-4- (2- { (3 -chloro-a- 

f luorophenyl) hydroxymethyU -4 -methoxy-S- (I-roethylethyl) phenoxy) - {9CI ) 
(CA INDEX NAME) 




IT 348KC-39-3P 34818C-41-8P 3481CC-44-9P 
348KC-4B-3P 34818C-S0-7P J48UC-93-0P 
3481CC-5S-3P 34818C-57-4P J«81<«oS8-5P 
348188><0-9P a«81fC-Cl-0P ]481<i*CS-3P 
a4018«-C«-JP 1481Cf-C7-fP 3481<i-«8-7P 
3481S(-Sf-BP 3481CC-70-1P 348l«'71-3P 
3481Sf>73-3P 3481CC-73-4P 348K6-74-5P 
34eiCC.79-6P 348KS-7C-7P 34ei66-77-eP 
348164-78-9P 348166-79-OP 34ei«(-80-3P 
3481fi4-83-«P 34816C-84-7P 348KC-85-8P 
3481«<«8fi-9P 3481CC-S7.0P 3481C(>88<-1P 
3481fC-89-3P 3481C8-90-SP 3481«.»C-1P 
3481C8-97.3P 348K7-01-1P 348K7-03-3P 
3481S7.0S-5P 348147-13-4P 348K7-1C-8P 
3481C7-23-7P 34B1S7-34-0P 348167-39-3P 
348167-30-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological 

study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic uae) 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of di-Pb ether liver selective glucocorticoid receptor 
antagonists starting from phenols and diphenyllodonium salts) 
RH 348166-39-3 CAPLUS 
CH Benzeneacetic acid, 

3,S-dibroino-4- [3- (hydroxyphenylmethyl ) -4 -methoxy-S- (1- 
methylethyl) phenoxy}- (9CI) (CA INDEX NAME) 



Ph 
I 




i-Pr 



L4 ANSWER 4 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 
RH 348166-41-6 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- (4-inethoxy-5- (1-methylethyl) -3- [ I3- 
(methylsulConyDethoxylphenylmethyll phenoxy]- (9CI} (CA INDEX NAME) 




RM 346166-44-9 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo-4- (2- [ (2, 4'dif luorophenoxy) (2- 

methylphenyl) methyl J -4 -methoxy-5- ( 1 -methyl ethyl ) phenoxy) - (9CI) (CA 

INDEX 

NAME) 




RN 34B166-48-3 CAPLUS 

CN Benzeneacetic acid, 3, S-dibrorao-4- {4-methoxy-S- (l-raethylethyl) -3- ( (3- 
methylphenyl) t (3-raathylpropyl)araino]methyl)phenoxy) - (9CI) (CA INDEX 
NAME) 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 348166-50-7 CAPLUS 

CN Benzeneacetic acid, 3, 5-dlbromo-4- |3- (hydroxy(3-raethylphenyl)nethyll •4> 
methoxy-5- (l-methylethyl}phenoxy] - (9CI) (CA INDEX NAME) 




RN 348166-53-0 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroiio-4- (4-aethaKy-3- t (l-raethylethoxy) (3- 
methylphenyl)methyl] -5- (l-methylethyDphenoxyl - (9CI) (CA INDEX NAME) 




RN 348166-55-3 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- (3- ( (cyelohexyloxy) (3- 
methylphenyl)raethyl] -4-methoxy-5- (l-methylethyl)phenoxy] • (9CI) (CA 

INDEX 

NAME) 



Habte 



6/23/2003 



10/082,022 
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lA ANSWER 4 OF 6 CAPLUS COPYRIOHT 3003 ACS (Continued) 




RN 348 166 -57-4 CAPLUS 

CN Benzeneacetlc acid, 3.5-dibronio-4- ta- ( (4-Cluorophenoxy) (3- 
roechylpheny^|methy^l -4-methoxy-5- (l-methylechyDpheaioxyl - (9CI) (CA 

INDEX 

NAME) 




RH 348166-58-5 CAPLUS 

CH Benzeneacetic acid. 3 , 5-dibrc«no-4 - |4-meChoxy-2- [ {4 -meChoxyphenoxy) (3 - 
methylphenyDroethyll -5-(l-ineChylethyl)phenoxy) - (9CI) {CA INDEX NAME) 



L4 ANSWER 4 OP fi CAPLUS COPYRZOHT 3003 ACS (Continued) 




RN 348166-60-9 CAPLUS 

CN Benzeneacetic acid. 4 - {2- ( (4-aminophenoxy) (3 -methylphenyl)ineChyll -4 - 
methoxy-B- (l-methylethyl)phenoxyl -3.S-dibroiao- (SCI) (CA INDEX NAME) 




RH 34816&-61-0 CAPtAXS 

CH Benzeneacetic acid, 3 , 5-dibromo-4- (2- [ ( (4-hydrox^enzoyl)oxy) (3- 

wethylphenyDmethyl] -4-metho)ty-5- (l-methylechyDphenoxy] - (9CI) (CA 

INDEX 

NAME) 



L4 ANSWER 4 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 
HO2C- CHa 




RN 348166-63-2 CAPLUS 

CN Benzeneacetic acid, 4- [2- laminoO-methylphenyDmethyU -4-methoxy-5- tl- 
methylethyDphenoxyl -3, 5-dibrotno- (9CI) (CA INDEX NAME) 



RN 348166-64-3 CAPLUS 

CN Benzeneacetic acid, 3,5-dibromo-4- (4-methoxy-5- (l-methylethyl)-3- [((1- 

methylethyl ) amino) (3 -methylphenyl) methyl Iphenoxy] - (9CI) (CA INDEX NAME) 



i-PrNH 

-Ml 




RN 348166-67-6 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibrono-4- (2- ( (cyclopropylamino) (3- 
lIlethylphenyl)methylI -4-methoxy-5- (l-methylethyDphenoxyl - (9C1) (CA 

INDEX 

NAME) 



Habte 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 
HO3C— CH2 




Pr-i 



RN 348166-68-7 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- (4-methoxy-S- (l-methylethyl) -2- [ (3- 
methylphenyD-l-pyrrolidinylmethyllphenoxy)- (9CI) (Cfc INDEX KAHE) 




348166-69-8 CAPLUS 

Benzeneacetic acid, 3. 5-dibroiiio-4- t4-metho)cy'5- (1-methylethyl) -a- [ (3- 
ineChylphenyl)-I-piperidinylmethyl|phenoxy]> (9CI) (CA INDEX NAME) 



"3 _ 1 




0 



RN 34S166-70-1 CAPLUS 
CN Benzeneacetic acid, 

3 . 5 -dibromo - 4 - (4 -methoxy-2 - ( ( (2 -methoxyetbyl ) amino] (3 - 

methylphenyDnethyl) -S-d-nethylethyllphenoxyl- <9CI} (CA 



INDEX NAME) 
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lA ANSWER 4 OP 6 CAPUIS COPYRIGHT 3003 ACS (Continued) 




RH 348166-71-2 CAPLUS 

CN Benzeneacetic acid. 3, 5-dibroiiio-4- [a- f I (3- (diethylamino) echyllamiRo] (3- 
inechylphenyl)niethyll-4-niechoxy-5-(l-methylethyl}phenoxy) - (9CI) tCA 

INDEX 

MAMS) 




RN 348166-72-3 CAPLUS 

CN Benzeneacetic acid. 3 .S-dibroTO-4- {4-iiieChoxy-S- (l-methylathyl) -a- I (3- 

methylphenyl ) [ [3- (1-piperidinyl) ethyl] aminoj methyl] phenoxy] - {9CI) (CA 
INDEX NAME) 



Ii4 ANSWER 4 or 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




r 
0 

RN 34S166-73-4 CAPLUS 

CW Benzeneacetic acid. 3, S-dibroaio-4- [4-methoxy'5- (1-nethylethyl) -a- ( (3 
methylphenyl)-l-piperazinylmethyl]phenoxy] - (9CX) (CA INDEX HAHB) 




RN 348166-74 -S CAPLUS 

CN Benzeneacetic acid, 3 ,S-dibroiiio-4- [4-methoxy-2- ( [ [ (4- 

methoxyphenyl) methyl] amino] ( 3 -methylphenyl) methyl] -S- (1- 
methyl ethyl ) phenoxy] - (9CI} (CA INDEX HM4E) 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 348166-75-6 CAPLUS 

CN Benzeneacetic acid. 3, 5-dibromo-4- [3- I ( (3-carboxyphenyl)amino] (3- 

methylphenyl) methyl] -4-raethoxy-5- (1 -methyl ethyl) phenoxy] - (9C1) (CA 

INDEX 

NAME) 




. RN 348166-76-7 CAPLUS 

CN Benzeneacetic acid, 3, S-dibromo-4- (3- I t (4-hydroxyben2oyl)amino] (3- 

methylphenyl) methyl) -4-inethoxy-5- (l-methylethyl)phenoxyj - (9CI) (CA 
INDEX 

NAME) 




Habte 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 
RN 34S16C-77-8 CAPUTS 

CN Benzeneacetic acid, 3 , 5-dibromo-4- r4-methoxy-5- (l-methylethyl) -3- [ (3- 

methylphenyl ) ( { (4 -methylphenyl } BUl£onyl ] amino] methyl ] phenoxy] - ( 9CI ) (CA 
INDEX HAKE) 




RN 348166-78-9 CAPLUS 

CN Benzeneacetic acid, 3,5-dibromo-4- (4-roethoxy-5- (l-methylethyl) -a- [ (3- 

methylphenyl ) I (phenylmethyl ) thiol methyl] phenoxy) - (9CI ) (CA INDEX NAME) 




RN 348166-79-0 CAPLUS 

CN Benzeneacetic acid. 3 , 5-dibromo-4 - [3- { I (3 -furanylmethyl) thioj (3- 
methylphenyl)methyl] -«-methoxy-5- (l-methylethyl)phenoxyj - (9CI) (CA 

INDEX 

NAME) 



J 



6/23/2003 
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L4 ANSNBR 4 OF C CAPLUS COPYRIOHT 3003 ACS (Continued) 




RM 3481«fi-e0-a CAPI.US 

CN Benzeneacetic acid. 3 . 5-dibron>o-4 - [3- I ( {carboxymethyD chio] {3 - 

methylphenyl) methyl] -4-methoxy-5- (l-methylethyl)phenoxy) - (9CI) (CA 

INDEX 

NAME) 




RN 348166-83-6 CAPLUS 

CN Benzeneacetic acid. 3 , 5-dibromo-4- [4-methoxy-2- [ (1 -inethylethojcy) (4- 

methylphcnyl ) methyl] -5- (l-methylethyDphenoxy] - (SCI) (CA INDEX HAMB) 




RH 348166-84-7 CAPUIS 

CN Benzeneacetic acid, 3, 5-dibromo-4- I2- IhydroxyO- (i- 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 

methylethyl) phenyl] methyl] -4-niechoxy-5- (i-methylethyDphenoxy) - (9CI) 

(CA 

INDEX NAME) 




RN 34B166-85-8 CAPLUS 

CN Benzeneacetic acid. 3 . 5-dibro«no-4- (2- I (3 -f luorophenyl) hydroxyraethyl] -4 - 
methoxy-S- (l-methylethyDphenoxy] - (9CI) (CA INDEX NAME) 




RN 348166-86-9 CAPLUS 

CN Benzeneacetic acid. 3. S-dibromo-4- (a- thydroxy(3-iodophenyl)methyl] -4- 
methoxy-S- (l-methylethyl}phenoxy] - (9CI) (CA INDEX NAME) 




OMe 



RN 348166-87-0 CAPLUS 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 
CN Benzeneacetic acid, 3, 5-dibronK>-4- [3- {hydroxy (3- 

(trifluoromethyl)phenyl] methyl] -4-niethoxy-5- ( I -methylethyl ) phenoxyl - 

(9CI) 

(CA INDEX NAME) 




RN 34816G-8B-1 CAPLUS 

CN Benzeneacetic acid, 3. 5-dibromo-4- (4-methoxy-2- [methoxy [3- 
{trif luororaethyDphenyllmethyl] -S- (l-methylethyDphenoxy] - (9CI) (CA 
INDEX NAME) 




RN 348166-89-2 CAPLUS 

CN Benzeneacetic acid, 3. 5-dibron»-4- (3- (hydroxy |^- 
(trif luoromethoxy)phenyllmethyl] -4 -methoxy- 5- (l-methylethyDphenoxy] - 
(9C1) (CA INDEX NAME) 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




RN 348166-96-1 CAPLUS 

CN Benzeneacetic acid, 3,S-dibromo-4- (3- ( (cyclohexyloxy) (3,5- 
dimethylphenyl} methyl] -4-niethoxy-S- (l-methyleChyl)phenoxy] - (9CI) (CA 
INDEX NAME) 




RN 34ai66-97-2 CAPLUS 
CN Benzeneacetic acid, 

3,5-dibroino-4- (3- [ (3, 5-dif luorophenyDhydroxynethyl] -4- 

methoxy-5-(l -methylethyl )phenoxy]- (9CI) (CA INDEX NAME) 




CH2— COaH 



RN 348166-90-5 CAPLUS 
CN Benzeneacetic acid, 

3. 5-dibromo-4- (2- [{3- {diiaechylamino)phenyljhydroxymeth RN 348167-01-1 CAPLUS 

yll -4 -methoxy- 5- (1 -methylethyl )phenoxy]- (9CI) (CA INDEX NAME) CN Benzeneacetic acid, 3 . 5-dibronio-4 - I3- [ (3 -chloro-3- 

eluorophenyl)methoxymethyll -4-mechoxy-S- (1 -methylethyl )phenoxy] - {9CI} 

Habte 6/23/2003 
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1,4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 2003 ACS (ConCinu«d) 
(CA INDEX NAME) 




RN 34B167-0a-3 CAPLUS 

CN BenzeneaceCic acid, 3. S-dibroino-4- [2- [ (4-f luoro-3- 

cnethylphenyDhydroxymethyl) -4-n»theMcy-5- {1-methylethyllphenoxyI - OCIl 

(CA INDEX NAME) 



r 




RN 348167-05-5 CAPLUS 

CN Benzeneacetlc acid, 3,5-dlbronio-4- [5- (2-cyclopentylethyl) -2- thydroxy{3- 
lnethylph«nyl)^nathyl) -4-metho3cyphenojcyl - {PCI) (CA iNoaac name) 



a-' 




L4 ANSWER 4 OP € CAPUJS COPYRIGHT 3003 ACS (Continued) 
RN 34S167-12-4 CAPLUS 

CN Benzeneacetlc acid, 3, 5-dibronio-4- (2- [hydroxyO-methylphenyDmathyl] -5- 
iodo-4-methoxyphenoxyI - (9CI) (CA INDEX HAMS) 




RN 34B167-16-8 CAPUJS 
CN BenzeneaceCic acid, 

4- (5- (acetylamino) -2- [hydroxy(3<iiiethylphenyl) methyl) -4- 
methoxyphenoxy] -3.S-dlbromo- (PCI) (CA INDEX name) 




RN 346X67-23-7 CAPWS 

CN Benzeneacetic acid, 3, 5-dibromo-4- (2- (hydroxy(3-methylphenyl)roethyll -4- 
methoxy-5- ( (3-methylbenzoyl)aniino)phenoxy] - (PCI) (CA INDEX NAME) 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 




OMe 



RN 34B167-26-0 CAPLUS 
CN BenzeneaceCic acid, 

3, S-dibromo-4- [2- (hydroxy (3 -methyl phenyl) methyl) -5- (1- 

mechylechyl) -4- (3-meChylpropoxy)phenoxy] - (PCI) (CA INDEX NAME) 




RN 348167-29-3 CAPLUS 

CN Benzeneacetlc acid, 3, 5-dibromo-4- [4- (2-eiuoroethoxy) -3- {hydroxyO- 

methylphenyl) methyl)- 5- (l-methylethyDphenoxyJ- (9CI) (CA INDEX NAME) 




RN 348167-30-6 CAPUJS 
CN Benzenepropanoic acid, 

3,5-dibrorao-4- (2- (hydroxy (3 -nethylphenyl) methyl) -4- 

methoxy-5-(l-methylethyl)phenoxy] - (9CI) (CA INDEX NAME) 



L4 ANSWER 4 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




IT 348166-6C-5 

RL: RCT (Reactant) ; RACT <Reactant or reagent) 

{reactant; prepn. of di-Ph ether liver selective glucocorticoid 
receptor antagoniata atarting from phenole and diphenyliodonium salts) 
RN 346166-66-5 CAPLUS 

CN Benzeneacetlc acid, 3. S-dibromo-4- [2- (chloro(3-methylphenyl}iDethyl] -4- 
methoxy-5- (l-methylethyDphenoxy) -, methyl eater (PCI) (CA INDEX NAME) 
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PATENT ASSIGNEE (S) : 
SOUR(X: 

DOCUMENT TYPE: 
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PATENT INFORMATION: 



3000:117013 CAPLUS 
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Preparation of 4-phenoxyphenylacetic acids aa 
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OMe; 



The title coti^s. (I; Rl - alkyl. aryl, C03H, etc.; R3, R3 - H, halo, 
alkyl, etc. (at least one of R3 and R3 being other than hydrogen); X - 

CH2; R4 • alkyl. aryl, heteroaryl; R5 - halo, alkyl, cycloalkyl; Y - OH. 
OMe, NH3. alkylamino: n - 0-4], useful for treating diseases aasocd. with 
Rietab. dysfunction or which are dependent on the expression of a 
glucocorticoid or thyroid receptor gene (such as diabetes, 
hypercholesterolemia, or obesity} (no data), were prepd. E.g., a 
multi-step synthesis of ester I {Rl - C03Hei n - It R3 • R3 - Br; Y . 



are effective at 



'h; X - CO; R5 ■ iso-Pr} was given. 
0.5-35 mg/kg/day. 
IT 353043. 61-lP 353301-98-3P 2S881S.4S-3P 

RL: BAC (Biological activity or effector, except adverse) : BSU 
(Biological 

atudy, unclassified); RCT (Reactant) ; SPH (Synthetic preparation); THU 
(Therapeutic uae) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(prepn. of 4-phenoxyphenylacetic acids as glucocorticoid and thyroid 
hormone receptor ligands for the treatment of metabolic disorders) 
tat 252043-61-1 CAPLUS 

CN Benzeneacetic acid, 4- (2-benzoyl-4-methoxy-5- (l-methylethyl)phenoxyj -3, 5- 
dibromo-, methyl ester (9CI) (CA INDEX NAME) 



Ph Br 




252201-98-2 CAPLUS 

Benzeneacetic acid, 3 , 5-dibroino-4- (4 -methoxy-3- (3-i 
methylethyDphenoxy) - (9CI) (CA index name) 



Bthyl benzoyl) -5- (1- 



L4 ANSWER 5 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 



L4 ANSWER 5 OF 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 258819-45-3 CAPLUS 

CN Benzeneacetic acid, 4- (2-benzoyl-4-hydroxy-S- (l-methylethyl)phenoxyl -3,5- 
dibrotno-. methyl ester (9CI) (CA INDEX NAME) 



"XT' 



c-CHa 



RN 358819-47-5 CAPLUS 

CN Benzeneacetic acid. 4- [2 -benzoyl -4 -hydroxy- S- (i -methylethyDphenoxy] -3, 5- 
dlbromo- (9CI) (CA INDEX NAME) 




IT 358819-43-1? 358S19-47-SP 258819-50-OP 
358819-51-lP 358B19-53-3P 2S8819-56-6P 
25a81»-S7-7P 358819-58-8? 358819-59-9P 
358819-60-3? 258B19-C1-3P 358819-63-4? 
358819-63-5? 358B19-64-6? 358819-65-7? 
258819-6C.8P 25BB19-67-9? 358819-68-0? 
258819-69-lP 2SB819-73-7P 3S8819-74-8P 
358819-75-9? 258819-76-0? 258819-77-1? 
258819-78-3? 358819-79-3? 3S8819-B0-6? 
358819-81-7? 358819-83-8? 358819-83-9? 
358819-91-9P 

RL: BAC (Biological activity or effector, except adverse): BSU 
(Biological 

atudy, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic uee) ; 

BIOL (Biological study): PREP (Preparation); USES (Uses) 

(prepn. of 4-phenoxyphenylacetic acids as glucocorticoid and thyroid 
hormone receptor ligands for the treatment of metabolic disorders) 

RN 258819-43-1 CAPLUS 
CN Benzeneacecic acid, 

3, S-dibroroo-4- [3-1 (4 -chlorophenyl) acetyl) -4-methoxy-5- 

(1 -methylethyDphenoxy]-, methyl ester (9CI) (CA INDEX NAME) 




i-Pr 



RN 358819-50-0 CAPLUS 

CH Benzeneacetic acid, 3, 5-dibromo-4- (3- [4^(1, l-dimethylethyDbenzoyl] -4- 
hydroxy-S- (l-methylethyl)phenoxy] - (9CI) (CA INDEX NAME) 




RN 358819-51-1 CAPLUS 

CM Benzeneacetic acid, 4- [2-benzoyl-4-methoxy-5- (1-methylethyDphenoxy] -3,5- 
dibromo- (9CI) (CA IBTDEX NAME) 



Habte 
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i-Pr 



RN 256819-&3-3 CAPLUS 

CN Benzeneacetlc acid, 4- [4-niethoxy-5- (l-methylethyl) -a- 
(phenylmethyDphanoxyl • (9CI) (CA INDEX NAMB> 




RN 258 819-56-6 CAPUJS 

CN Benzeneacetlc acid. 3, S-dibroiiio-4- (3- U-f luorobenwiyl) -4-methoxy-5- (1- 
methylethyDphenoxyl - (9CI) (CA INDEX NAME) 




RN 258819-57-7 CAPLUS 

CN Benzeneacetlc acid. 3. 5-dibrotno-4- [2- (3-f luorobenzoyl) -4-methoxy-5- (1- 
methylethyDphenoxy]- (9CI) {CA INDEX NAME) 



L4 ANSWER S OP 6 CAPLUS COPYRIOHT 3003 ACS (Continued) 




RN asaai9-5e-8. caplus 

CN Benzeneacetlc acid, 3, 5-dibromo-4- 13- (4-f luorobenzoyl) -4-inethoxy-5- (1- 
methylethyDphenoxy] - (9CI} (CA INDEX NAME) 




RN 3S8819-59-9 CAPLUS 

CN Benzeneacetlc acid. 3, 5-dlbro(nO'4- [4-inethoxy-a- (3-methylbenzoyl) -5- (1- 
methyl ethyl) phenoxy}- (9CZ) (CA INDEX NAME) 




RN 358819-60-2 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- [4-riethoxy-2- (4-methylbenzoyl) -5- {l- 
methylethyl ) phenoxy] - (9CI) (CA INDEX NAME) 



L4 ANSWER 5 OF 6 CAPLUS COPYRIGHT 20O3 ACS (Continued) 



RN 358819-61*3 CAPLUS 

CN Benzeneacetlc acid. 3. 5-dibroiBO-4- [3- (diphenylacetyl) -4-methoxy-S- (1- 
methylethyl ) phenoxy) - (9CI) (CA INDEX NAME) 




RN 358819-62-4 CAPLUS 

CN. Benzeneacetlc acid, 3„5-dibroroo-4- (2- (3-chlorobenzoyl) -4-methoxy-5- (1- 
methylethyl ) phenoxy] - (9CI) (CA INDEX NAME) 




RN 258819-63-5 CAPLUS 

CN Benzeneacetlc acid, 3, S-dibronio-4- [2- (4-chlorobenzoyl) -4-niethoxy-5- (1- 
methylethyl) phenoxy] - {9CI) (CA INDEX NAME) 



L4 ANSWER 5 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 



RN 258819-64-6 CAPLUS 

CN Benzeneacetlc add. 3, 5-dibrot»o-4- [2- (3-broincrt)enzoyl) -4-methoxy-S- (l- 
Illethylethyl ) phenoxy] - (9CI} (CA INDEX NAME) 




RN 258819-65-7 CAPLUS 

CN Benzeneacetlc acid, 3, 5-dibromo-4- [2- (3-iodobenzoyl) -4-methoxy-5- (l- 
methylethyl) phenoxy]- (9CI) (CA INDEX NAME) 




Br CH2-CO2H 



RN 258819-66-8 CAPLUS 

CN Benzeneacetlc acid. 3, 5-dibron>o-4- [2- {4-iodobenzoyl) -4-methoxy-5- (1- 
methylethyl ) phenoxy] - (9CI) (CA INDEX NAME) 



Habte 
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aSB819-6?-9 CAPLUS 

Benzeneacetic acid, 3, 5-dibromo-4- [4-inethoxy-5- (l-nethylethyl) -3- (3- 
nitrcd>enzoyl)phenoxy] • (9CI) (CA INDEX NAME) 



RN 358819-73*7 CAPLUS 

CM Benzenescetic acid. 4- (2- U, 5-bia(i, i-dimethylethyl)benzoyl) -4-(nethoxy-5 
(l-methylethyl)phenoxyj -3,5-dlbromo- (9CI) (CA INDEX NAME) 




3SBB19-68-0 CAPLUS 

Benzeneacetic acid, 3, 5-dibroiiio-«- (4-raethoxy-5- (l-methylethyl) -3- (3- 
(triCluoromethyl) benzoyl Iphenoxy]- (9CI) (CA INDEX NAHE) 




358819*69-1 CAPLUS 

Benzeneacetic acid. 3,5-dibroino-4- (3- (3-hydro3cybcn»oyl) -4-niethOJ(y-5- (l- 
mathylethyDphenoxyl- (9CI) (CA INDEX NAME) 




RN 2SBS19-74-a CAPLUS 
CN Benzeneacetic acid, 

3, 5-dibronvo-4- (3- (3, 5-dif luorobenzoyl) -4 -methoxy-5- (1- 
mathylethyDphenoxyl- (9CI) (CA INDEX NAME) 




RN 358819-75-9 CAPLUS 

CM Benzeneacetic acid, 3. 5-dibromo-4- (4-«ethoxy-5- (l-raethylethyl) -3- t (3- 



L4 ANSWER 5 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 
methylphenyl ) methyl ] phenoxy] - ( 9CI ) (CA INDEX NAME) 



L4 ANSWER 5 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 



'XT 



Me 



RN 258819-76-0 CAPLUS 
CN Benzeneacetic acid, 

3.5-dibronK>-4- {3- { (3 -iodophenyl) methyl) -4 -methoxy-S- (1- 
nethylethyDphenoxyl- (9CI) (CA INDEX NAME) 




RN 258819-77-1 CAPLUS 

CN Benzenepropanoic acid, 3, S-dibro«o-4- t4-»ethoxy-a- {3-methylbenzoyl) -5- (l- 
methylethyl ) phenoxy] - (9CI) (CA INDEX NAME) 



RN 258819-79-3 CAPLUS 
CN Benzeneacetic acid, 

3,S-dibromo-4- [3- t3- I {3-hydroxyphenyl}ethynylJbenzoylJ - 

4-methoxy-5-{X-iBethylethyl)pbenoxyJ - (9C1) (CA INDEX NAME) 



OH 

6-< 




HOac- CHa 



RN 258819-80-6 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- [3- (3-ethynylbenzoyl) -4-iiiethoxy-5- (1- 
methylethyl } phenoxy] - (9CI) ' (CA INDEX NAME) 




CHa— CH2-CO2H 



RN 258819-78-2 CAPLUS 

CN Benzeneacetic acid, 3, S-dibrorBO-4- t4-methoxy-S- (1-methylethyl) -3- (3- 
(phenylethynyl)benzoyllphenoxy) - (9CI) (CA INDEX NAME) 



Habte 




Br 



RN 258819-81-7 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroino-4- l2- (3- <3-hydroxy-l-propynyl)benzoyl] -4- 
methoxy-5- (l-methylethyl)phenoxyj - (SCI) (CA INDEX NAME) 
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RN 358819-83-8 CAPLUS 
CN Benxeneacetic acid, 

3.5-dibraaKi-4- [4-iiiethoxy-5- ( 1 -methylethyl ) -a- (3- (3-oxo- 
1 -pentenyl) benzoyl } phenoxy] - (9CX) (CA INDEX HAKE) 




RH 35B819-83-9 CAPLUS 

CM Benzeneacetamide, 3,5-dlbronio-4- (4-methoxy-3- {3-methylbenzoyl) -5- (l- 
methyl ethyl )phenoxyl- <9CI} (CA INDEX NAME) 



Me 




L4 ANSWER 5 OP fi CAPLUS COPYRIGKT 3003 ACS (Continued) 




i-Pr 



IT 3Sa043-C3-aV a5B819-94*a9 aS«81f-9S-SP 
aS8ei9-9C-4P 3S8819-99-7P 3SSB30-00-7P 
358830-01-8? 358830-03-9P 358830-03-OP 
358830-04-1? 358820-05-3F 3S8820-Q<-)P 
358830-07-4P 358820-08-5? 3S8830-09-CP 
358830-10-9P 35e820-ll-0P 2S8830-X3-1P 
3SB830-1C-SP 3SB830-17-(P 3S8830-1.8-7P 
358830-19-8P 358830-30-lP 3S8830-31-3P 
3S8830-33-3P 358830-33-4? 358820-34-5? 

RLs. RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of 4-phenoxyphenylacetic acids as glucocorticoid and thyroid 
hormone receptor ligands for the treatment of metabolic diaordera) 
RN 252043-63-2 CAPLUS 

CH Benzeneacetic acid. 3, S-dibrotno-4- (4-methoxy-3- (3-methylbenzoyI) -5- (1- 
methylethyl) phenoxy)-. methyl ester (9C1) (CA INDEX NAME) 



Me 




RN 2S8B19-94-3 CAPLUS 

CN Benzeneacetic acid. 3 , 5-dibromo-4- [a- C4- (1, l-dimethylethyDbenzoyl] -4- 
hydroxy-5- (1 -methylethyl) phenoxy] methyl ester (9CI) (CA INDEX NAME) 



RN 258S19-91-9 CAPLUS 

CN Benzeneacetic acid, 3 , 5-dibromo 4 - (4-hydroxy-5- (1-methylethyX) -3- 
(phenylmethyl ) phenoxy) - {9CI) (CA INDEX NAME) 



L4 ANSWER 5 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 



RN 358819-95-3 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- t4-methoxy-5- ^l-raethylethyl).-a- 
(phenylmethyl ) phenoxy! - . methyl ester (9Cl) (CA INDEX NAME) 




RN 358819-96-4 CAPLUS 

CN Benzeneacetic acid, 4- (4-methoxy-5- (1-methylethyi) -3- 

(phenylmethyl ) phenoxy) -, methyl ester {9CI) (CA INDEX NAME) 




RN 258819-99-7 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- (3- (3-f luorobenzoyl) -4-mathoxy-5- (l- 
methyletbyDphenoxy)-, methyl eater (9CI) (CA INDEX NAME) 
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RN 258320-00-7 CAPLUS 

CN. Benzeneacetic acid, 3 , 5 -dibromo- 4 - (2 - (3 -f luorobenzoyl ) -4-methoxy-S- (l- 
(nethylethyl)phenoxyl -, methyl ester (SCI) (CA INDEX NAME) 




RN 2SflB20-01-8 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- [2- (4-f luorobenzoyl) -4-methoxy-5-(l- 
methylethyl ) phenoxy] - . methyl eater {9CI) (CA INDEX NAME) 




258820- 02 -9 CAPLUS 

Benzeneacetic acid, 3, 5-dibromo-4- {4-methoxy-3' (2-methylbenzoyl) -5- (1- 
methylethyl ) phenoxy] - . methyl ester (9CI) (CA INDEX NAME) 



Habte 
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RN 358830-03-0 CAPLUS 

CM Ben«eneacetle acid. 3. 5-dihronio-4- [4-methoxy-3- (4-iiiethylbenzoyl) -5- (l- 
methyl ethyl } phenoxyl methyl eater (9CI) (OA INDEX NAME) 




RN 356820-04-1 CAPLUS 

CH Benzeneacetic acid. 3,S-dibroiiio-4- (3- (diphenylacetyl) -4-methoxy-5- (1- 
methyl ethyl) phenoxyl-. methyl ester (9CI) (OA INDEX NAME) 




O 



RN 258820-05-2 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- i2- (3-chlorobenzpyl) -4-methoxy-5- (1- 
methylethyDphenoxy] methyl eater (9CI) (CA INDEX NAME) 
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RN 25Se20-06-3 CAPLUS 

CN Benzeneacetic acid, 3,5-dibroo»-4- (3-(4-chloroben2oyl) -4-methoxy-5- (1- 
methylethyDphenoxy}-, methyl eater (9CI) (CA INDEX NAME) 




RN 25BB20-07-4 CAPLUS 

CN Benzeneacetic acid. 3,5-dibromo-4- (3- O-bronobenzoyl) -4-inethoxy-5- (l- 
Inethylethyl}phenoxyl methyl ester (9CI) (CA INDEX HAMS) 



Br 




RN 258820-08-5 CAPLUS 

CN Benzeneacetic acid, 3 . 5-dibroino-4 - (2- {3-iodobenzoyl) -4-niethoxy-5- (1- 
methylethyDphenoxy) methyl eater (9CI) (CA INDEX NAME) 
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RN 358830-09-6 CAPLUS 

CH Benzeneacetic acid, 3, 5-dibromo-4- (3- {4-iodobensoyl) -4-methoxy-5- (l- 
^lethylethyl)phenoxyl -, methyl ester (9CI) (CA INDEX NAME) 



RN 35B830-10-9 CAPLUS 

CH Benzeneacetic acid, 3,5-dibroiiio-4- {4-nethoxy-5- (l-inethylethyl) -3- (3- 
nitrobenzoyDphenoxy]-, methyl eater (SCI) (CA INDEX. NAME) 




RN 358830-11-0 CAPLUS 

CN Benzeneacetic acid, 3,5-dibromo-4- (4-iBethoxy-5- (l-methylathyl) -3- (3- 
(trif luoromethyl)benzoyl]phenoxy] - , methyl ester (9CI) (CA INDEX NAME) 



L4 ANSWER 5 OP 6 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 258820-12-1 CAPLUS 

CN Benzeneacetic acid, 4- [2- [3- {oceCyloxy)benzoyll -4-methoxy-5- (1- 

methylethyDphenoxy] -3,S-dibromo-, methyl ester (9CI) (CA INDEX NAME) 




CHa— C-OMe 



RN 258620-16-5 CAPLUS 

CN Benzeneacetic acid, 4- [2- [3, 5-bio<l, l-dimethylethyl)benzoylJ -4-methoxy-5- 
(l-methylethyl)phenoxyj -3,5-dibromo-, methyl ester (9CI) (CA INDEX NAME) 




CH2- C-OMe 



RN 358830-17-6 CAPLUS 
CH Benzeneacetic acid, 

3,5-dibrorao-4- {3- (3, 5-dif luorobenzoyl) -4-aethoxy-5- (1- 

raethylethyl) phenoxyl-, methyl eater (9CI) (CA INDEX NAME) 



Habte 
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P 




RN 258830-18-7 CAPLUS 
CN BenzeneaceCic acid, 

3, 5-dibrotno-4- (2- [ (3 -iodophenyl) methyl) -4 -methoxy-5- (1- 

laethyl ethyl ) phenoxyj methyl ester (9CI) (CA INDEX NAME) 




RN 258830-19-8 CAPLUS 

CN Benzenepropanoic acid. 3 , 5-dibroino-4- [4-inethoxy-2- (3-fflethylbenzoyl) -5- (1- 
methylethyDphenoxyl-, methyl eater (9CI) (CA INDEX NAME) 



Me 




lA ANSWER 5 OP 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 
RN 356820-20-1 CAPUIS 

CM Benzeneacetic acid. 3,5-dibrowo-4- [4-iiiethcMcy-5- (l-methylethyl> -2- [3- 
(phenylethynyl ) benzoyl 1 phenoxy] methyl ester (9CI) (CA INDEX NAHE) 




RN 258820-21-2 CAPLUS 
CN Benzeneacetic acid. 

3 , S -dibromo-4 - (2 - [3 - [ (3 -hydroxyphenyl ) ethynyl } benzoyl } - 

4-iBetboxy-5- (l-methylethyDphenoxy] methyl ester (9CI) (CA INDEX NAME) 



OH 




0 



RN ' 258830-22-3 CAPUTS 

CN Benzeneacetic acid. 3,5-dibromo-4- l4-raethoicy-5- (1-methylethyl) -2- [3- 

C (trimethylailyl) ethynyl] benzoyl) phenoxy] -, methyl ester (9CI) (CA INDEX 
NAME) 
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l-Pr 




RN 2S8830-23-4 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- [2- (3- (3-hydroxy-l-propynyl)benzoylJ -4- 
methoxy-5-(l-methylethyl)phenoxy]-, methyl ester (9CI) (CA INDEX NAME) 




RN 258630-24-5 CAPLUS 
CN Benzeneacetic acid, 

3,S-dibroiiio-4- [4 -methoxy-5- (1 -methylethyl ) -2- {3- {3-oxo- 

l -pentenyl) benzoyl) phenoxyj methyl ester (9CI) . (CA INDEX NAME) 



CH=CH— C— Et 




CH2— C-OMe 
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Habte 



AB A liver-selective glucocorticoid antagonist, preferably KB28S (I) ia 
prepd. and used in the prepn. of a pharmaceutical compns. for the 
treatment of diabetes. In addn. to synthetic exao^lea, receptor binding 
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1,4 ANSWER 6 OP 6 CAPLUS COPYRIGHT 3003 ACS <ContiRUMl) 

and cell based assays are given. 
IT as2aoi-»6-ap, kb ass 

RL: SAC (Biological activity or effector, except adverse) : BSU 
(Biological 

study, unclassified): SPN (Synthetic preparation) ; THU {Therapeutic use} ; 
BIOL (Biological study) s PREP (Preparation) ; USES (Uses) 
(KB 38S in treatment of diabetea) 
RN 353201-96-3 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibroino-4- [4-methoxy-2- (3-methylbenzoyl) -S- (l- 
mathylethyDphenoxyl- (9CI) (CA INDEX NAHE) 



L4 ANSWER 6 OP « CAPLUS COPYRIGHT 3003 ACS (Continued) 





Br CHj— C-OMe 



IT 35aD43-<l-lP 3Sa043-Ca-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) t PREP (Preparation); RACT 

(Reactant or reagent) 

(KB 285 in treatment of diabetea) 
RN 35a043-61-l CAPLUS 

CN Benzeneacetic acid, 4- [2-benzoyl-4-raethoxy-S- {l-methylethyl)phenoxyl -3,5- 
dibromo-, methyl eater OCX) (CA INDEX NAME) 



I? 




RN 352043-63-3 CAPLUS 

CN Benzeneacetic acid, 3. 5-dibromo-4- (4 -methoxy-3- (3 -methylbenzoyl) -5- (1- 
methyl ethyl) phenoxy] -, methyl ester (SCI) (CA INDEX name) 



Habte 
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=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 15:57:05 ON 25 JUN 2003 



SINCE- FILE 
ENTRY 
27.63- 



SINCE FILE 
ENTRY 
-3.91 



TOTAL 
SESSION 
176.39 

TOTAL 
SESSION 
-3.91 
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LI 



STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 




Gl 0,S,N,CH2,CH,CF2,S02,NH 
G2 0,S 
G3 0,N 

G4 C,S,N,CH,CF2,Ak 

G5 H, Et , n-Pr, i-Pr^n-Bu, i-Bu, s-Bu,t-Bu, Ms 
G6 

G7 H,CN,X,Cb,Ak,CH2,CH,CF2,CF3 
G8 H,Ak 

Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 15:32:52 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 18163 TO ITERATE 

5.5% PROCESSED 1000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONL INE * * COMPLETE * * 
BATCH ** COMPLETE** 

355203 TO , 371317 
0 TO 0 



L2 



0 SEA SSS SAM LI 



=> S 11 SSS full 

FULL SEARCH INITIATED 15:33:02 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 360323 TO ITERATE 

100.0% PROCESSED 360323 ITERATIONS 



0 ANSWERS 



78 ANSWERS 
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SEARCH TIME: 00.00.10 



L3 



78 SEA SSS FUL LI 



=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
148.55 



TOTAL 
SESSION 
148.76 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 15:33:20 ON 25 JUN 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 
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26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 25 Jun 200.3 VOL 138 ISS 26 
FILE LAST UPDATED: 24 Jun 2003 (20030624/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



= > s 13 
L4 



20 L3 



=> d ibib abs hitstr tot 
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Konrad; Sanin, Andrei; Gordon, Sandra 
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AB Title cotnpda. I (Rl - carboxy, eater, .alpha . -hydroxycarboxy, etc.; R3-3 

CI, I, Br, alkyl, haloalkyl. alkenyl, etc.; R4 - halo, alkyl, alkenyl. 
alkynyl, etc.; X - CH2CH3. CH3CH3CH3, CH-CH. etc.; R5 - (hetero) aryl, 
cycloalkyl, etc.; n - 0-3] are prepd. For instance, Ne 
3. 5-dibromo-4- (3-iBOpropyl-4-iiiethoxyphenoxy)bensoate ia nitrated (PhH, 
MN03). reduced (EtOH, Na3S304) and converted to Me 

3,5-dibromo-4- (3-iodo-S- 

ieopropyl-4-methoxyphenoxy)benzoate (MeOH, HCl, KI). This intermediate 
was sapond. (ECOH, KOH) . demethylated (CH2C13, BF3.bul.SMe3) and coupled 
to atyrene (DMF. Et3N. Me3NCH3PhCl, 

tris (dibenzylideneacetone) dipalladiutn) 

to give II. The con^s. of the invention exhibit binding affinities to 
the ThR. alpha, receptor in the range of 10 to 500 nM. I are useful in 

the 

treatment of cardiac and metabolic disorders, such as cardiac 
arrhythmias. 

thyrotoxicosis, subclin. hyperthyroidism and liver diseases. 
IT 500794-84-3? 500794-95-6P, (B) -3- f3, 5-Dibroino-4 - [3 - (3- (4- 
( (diraethylamino) methyl) phenyl) ethenyl] -4>hydroxy-5- 
isopropylphenoxy) phenyl] propionic acid 500794«97«eP, 

(E) -4- [3- (5- I2, 6 -Dibromo-4- (3-carboxyethyl Jphenoxy] -2-hydroxy-3 - 
isopropylphenyl) ethenyl) benzoic acid 500795-00-<P, 

3- {3. S-Dibromo-4- (4 -hydroxy-3 - ieopropyl -S- (phenethyDphenoxy) phenyl J propio 
nic acid 50079S-02-eP, (E) -3 - t3 . 5 -Dibromo*4 - <4 -hydroxy-3 - 
iBOpropyl-5- (2 -phenylethenyDphenoxy) phenyl) -2-hydroxypropionic acid 
500795- XI- 9P. 3- [3 , 5-Dibromo-4- (4 -hydroxy-S-isopropyl-S- 
iphenethyl )phenoxy) phenyl) -3-hydroxypropionic acid 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 



L4 ANSWER 1 OF 20 CAPLUS COPYRIGHT 2003 ACS (Continued) 

(Therapeutic use) ; BIOL (Biological study) : PREP (Preparation) ; USES 
(Uses) 

(aryloxyphenols as thyroid receptor antagonists for treatment of 

cardiac and metabolic disorders) 
RN 500794-84-3 CAPLUS 
CN Benzenepropanoic acid. 

3. 5-dibromo-4- (4 -hydroxy-3 - (1-methylethyl) -5- ((IE) - 

2 -phenyl ethenyl ] phenoxy) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




i-Pr 



RN 500794-95-6 CAPLUS 

CN Benzenepropanoic acid, 3, 5-dibromo-4- (3- I (IB) -2- (4- 
t ( d i me thyl a mi no ) methyl 1 phenyl I ethenyl ] - 4 - hydroxy- 5 - ( 1 - me thylet hyl ) phenoxy] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shorn. 




i-Pr 



RN 500794-97-8 CAPLUS 
CN Benzenepropanoic acid, 

3, 5-dibromo-4- (3- ( (IB) -2- (4 -carboxyphenyl) ethenyl] - 

4-hydroxy-5- (l-methylethyl)phenoxyl - (9CI) (CA INDEX NAME) 

Double bond geometry as ahown. 



L4 ANSWER 1 OF 30 CAPLUS COPYRIGHT 2003 ACS (Continued) 




i-Pr 



RN 500795-00-6 CAPLUS 

CN Benzenepropanoic acid. 3,S-dibrono-4- {4-hydroxy-3- (1-nethylethyl) -5- (3 
phenyl ethyl] phenoxy I- (9CI) (CA INDEX NAME) 




i-Pr 

RN .500795-03-8 CAPLUS 

CN Benzenepropanoic acid, 3, 5-dibromo- .alpha. -hydroxy-4- (4-hydroxy-3- (l- 
methylethyl) -5- [(IE) -2-phenylethenyl]phenoxy] • (9CI) (CA INDEX name) 

Double bond geometry as shown. 




i-Pr 



RN 500795-11-9 CAPLUS 

CN Benzenepropanoic acid, 3, 5-dibromo- .alpha. -hydroxy-4- {4-hydroxy-3- (l- 
methylethyl) -5- (3-phenylechyl) phenoxy] - (9CI) (CA index NAME) 




i-Pr 



Habte 
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IT 5007f5-01-7p. Methyl (E) -3 - {3 . 5-dibr«no-4- t4-hydroxy-3-iBopropyl -5- 
(3-phenylethenyl}phenoxy| phenyl) propionate S007»5-OB-4P. Methyl 

(E)-3- l3,5-dibroRio-4- [4-hydroxy-3-i60propyl-5' (3- Ph^CHa-CH 
phenylethenyl )phenoxyJ phenyl] -3 -hydroxyproplonate 5007P5-13-0P, 
Methyl 3- (3, 5-dibroniO'4- (4 -hydroxy-S-isopropyl-S- 

(phenethyl)phenoxy) phenyl J -2-hydroxypropionate 

RLi RCT (ReactanOj SPN (Synthetic preparation) : PREP (preparation) ; RACT 

(ReactanC or reagent) l-Pr 
(eryloxyphenols aa thyroid receptor antagonieta for treatment of 
cardiac and metabolic diaordera) 
KH 500795-01-7 CAPLUS 
CN Benzenepropanoic acid, 

3,5-dibronio-4- (4-hydroxy-3- (1-methylethyl) -5- [ (IE) - 

3-phenylethenyllphenoxy] methyl eater (9CI) (CA INDEX NAME] 

Double bond geomecry aa ahown. 




i-Pr 0 




RN 5O0795-0a-4 CAPLUS 

CH Benzenepropanoic acid, 3 ,5-dibromo- .alpha . -hydroxy-4- (4-hydroxy-3- (l- 
methylethyl) -5- ((IE) -3 -phenylethenyl Iphenoxy] -. methyl eater (9CI) (CA 

INDEX NAME) 



Double bond geometry aa ahown. 




RN 500795-12-0 CAPLUS 

CN Benzenepropanoic acid, 3,S-dibromo- .alpha. -hydroxy-4 l4-hydroxy-3- (l- 
raethylethyl)-5-(2-phenylethyl)phenoxy] methyl ester (901) (CA index 

HAKE) 
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ACCESSION NUMBER: 3002:731656 CAPLUS RECORD. ALL CITATIONS AVAILABLE IN THE RE 

DOCUMENT NUMBER: 138:280956 FORMAT 

TITLE I A thyroid hormone antagonist that inhibita thyroid 

hormone action in vivo 
AUTHOR (S) : Lira. Wayland; Nguyen, Ngoc-Ha; Yang. Ha Yung; 

Scanlan. 

Thomas S.; Furlow, J. David 
CORPORATE SOURCE: Sect. Neurobiol.. Physiol, Behavior, University of 

California, Davis, CA. 95616-8519. USA 
SOURCE: Journal of Biological Chemistry (2002). 277(38), 

35664-35670 

CODEH: JBCHA3; ISSN: 0021-9358 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB We have characterized the newly developed thyroid hormone antagonist NH-3 

in both cell culture and in vivo model systems. NH-3 binds Xen<^ue 
laevis 

thyroid hormone receptors directly in vitro and induces a conformation 
distinct from agonist -bound receptors. Transcriptional activation of a 
thyroid hormone response element -contg . reporter gene is strongly 
inhibited by NH-3 in a dose -dependent manner. In addn., NH-3 prevents X. 
laevis thyroid hormone receptors from binding to the pl60 family of 
co-activators GRIP-1 and SRC-1 in a two-hybrid assay. To assess the 
potency of the compd. in vivo, we used induced and spontaneous X. laevis 
tadpole metamorphosis, a thyroid hormone -dependent developmental process. 
NH-3 inhibita thyroid hormone - Induced morptol . changes in a 
dose-dependent 

manner and inhibits the up-regulation of endogenous thyroid 
hormone -responsive genes. Spontaneous metamorphosis is efficiently and 
reversibly arrested by NH-3 with at least the same effectiveness as the 
thyroid hormone synthesis inhibitor methimazole. Therefore. NH-3 is the 
first thyroid hormone antagonist to demonstrate potent inhibition of 
thyroid hormone action in both cell culture- and whole animal -based 
assays . 
IT 44741S>aC-l 

RL: BSU (Biological study, unclassified) ; DMA (Drug mechanism of action) ; 
PAC (Pharmacological activity) ; BIOL (Biological study) 

(thyroid hormone antagonist that inhibits thyroid hormone action in 

vivo) 

RN 447415-26-1 CAPLUS 

CN Acetic acid. [4- { (4-hydroxy-3- (1-methylethyl) -5- I {4- 

nitrophenyDethynylJphenyllmethyll -3.S-dimethylphenoxy) - (9CI) (CA INDEX 
NAME) 




REFERENCE COUNT: 34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR 

THIS 

Habte 6/23/2003 
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Page 7 



L4 ANSWER 3 OP 20 CAPL.US COPYRIGHT 2003 ACS ' 



ACCESSION NUMBER: 
POCUMSNT NUMBER: 
TITLE t 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE! 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION! 

PATENT NO. 



2003:716241 
137:2324S0 

Preparation of blphanyl derivativea aa thyroid 
analogs 

Haning, Helmut; Noltering, M ichael; Schmid t, Cunter; 

yaeBte", TlllrtLlttf r uj Bi -9 v < njgl. Hiliia lT; KretHChmer, 

Axel; voehringer, Verena; Ellinghaua, Peter 

Bayer AXtiengeaellschaf t, Germany 

PCT Inc. Appl., 9S pp. 

CODEN: PlXXOa 

Patent 

German 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2002072539 



AE, 


AG. 


AL. 


AM. 


AT. 


AU. 


AZ. 


BA. 


BB, 


CO. 


CR. 


CU. 


CZ. 


DS. 


DK. 


DM. 


DZ. 


EC, 


OM. 


HR. 


KU. 


ID. 


IL. 


IN, 


IS. 


JP. 


KE, 


LS, 


LT. 


LU. 


LV, 


HA. 


MD, 


MS. 


NK, 


MN, 


PL, 


PT. 


RO, 


RU, 


SO. 


SB, 


SO. 


81. 


SK. 


UA, 


UG, 


US, 


uz. 


VN. 


YU, 


ZA, 


ZM, 


zw, 


TJ, 


TM 
















GH, 


GM, 


KE, 


LS, 


MW. 


MZ, 


SO. 


SL. 


sz. 


CY. 


DE, 


OK, 


BS, 


FI, 


PR. 


OB. 


GR, 


IE, 


BF, 


BJ, 


CF, 


CG. 


CI. 


CM, 


OA. 


GN, 


GO. 



WO 200a-BP2065 

BG. BR, BY, 
EB. ES. FX, 



DE 10130835 
US 300310507B 
PRIORITY APPLN. INFO. 

OTHER SOURCE <S} : 



,1 20020919 DE 2001-10130835 

.1 20030605 ^jH anna-nan» 

DE 2001-lOlllfiSl A 
DE 2001-10130835 A 
MARPAT 137:233450 



20020227 

BZ, CA, CH. CH, 

GB. GD, GB, GH, 

KZ, LC, LK. LR, 

NO, NZ. OM, PH, 

TM, TR, TT, TZ, 

KG, KZ, MD, RU, 

ZW, AT. BE, CH, 
NL, PT, SE, TR, 
NE. SH. TD, TO 

20010637 

20020326 

20010312 

30010627 




ANSWER 3 0? 20 CAPLUS COPYRIGHT 2003 ACS (Continued) 
(branched) (aubatituted) allcyl. etc.; Rl2 - (branched) (aubatituted) 
alkyl. etc; R7 - H, alltyl. elkenoyl; Z - YmWCOR36; Y - 0, S; ra - 0, 1; H 
> (aubatituted) alkylene; R36 - 0R37, NR3BR39; R37-R39 - H, Ph. benzyl, 
alleyl, etc.]. were prepd. as thyroid hormone analogs (no data). Thua, Bt 
t«- (4- (benxyloxy] -3- t (4-f luorophenyl)eulConyl)benzyl) -3,5- 
dimethylphenoxy] acetate (prepn. given) in EtOH was hydrogenated in the 
preaence of Pd/activated C for 3 h at room ten^. and 1013 mbar to give 

Et (4- (3- [ (4-fluorophenyl)8Ulfonyl] -4 -hydroxybenzyl ) -3.5- 
dimethylphenoxy] acetate which waa sapond. with 1 N NaOH in BtOH to give 
901 [4- (3- [ (4-fluorophenyl)aulfonyl) -4 -hydroxybenzyl) -3.5- 
dinethylphenoxy] acetic acid. The coa^da. I are eap. auitable for uae in 
any indications that may be treated with natural thyroid hormones such as 
depreesion or thyroid tumor. The inventive coiq>d8. I are preferably used 
to treat arteriosclerosis, hypercholesterolemia, dyslipidemia as well as 
obesity. 
459431-01-7P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic uae) : BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(prepn. of biphenyl derivs. aa thyroid hormone analogs) 
459431-01-7 CAPLUS 
Acetic acid, 

[ (3 - E ( 4 - f luorophenyl ) sulf onyl ] -4 -hydroxyphenyl 3 methyl] -3.5- 
dimethylphenoxy] - . ethyl ester {9CI) (CA INDEX NAME) 



EtO-C-CHa— o 



IT 45»431-0a-8P 459431-03-9P 

RL: PAC (Pharmacological activity) t SPN (Synthetic preparation) ; THU 
(Therepeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of biphenyl derivs. as thyroid hormone analogs) 
RN 459431-02-8 CAPLUS 
CN Acetic acid, 

(4- [ (3- t (4 -f luorophenyl) eul Cony 1] -4 -hydroxyphenyl] methyl] -3.5- 
dimethylphenoxy] - (9CI) (CA INDEX NAME) • 




Title coords. [I; X - 0. S. S02, CH2, CHF, CF3, NRB ; RB - H, alkyl; Rl, 

- H. alkyl; R3, R4 - H, halo, cyano, alkyl. CF3, CHP2, CH2F, vinyl, 
cycloalkyl; R5 - H, alkyl, halo; Rfi - SR9, S{0)nR10, NRllC(0)Ria, CH2, 
etc.; R9 - alkyl, cycloalkyl, alkenyl, aryl, erylmethyl, etc.; n - 1, 2; 
RlO - ORIS, NR16R17, alkyl, cycloalkyl, etc.: R15 - H. Ph. benzyl, alkyl. 
etc.; R16. R17 - H. (branched) (aubatituted) alkyl, etc; Rll - H, 



HOaC-CHa— o 



RN 459431-03-9 CAPLUS 



ANSWER 3 OF 20 CAPLUS COPYRIGHT 2003 ACS (Continued) L4 ANSWER 3 OP 20 CAPLUS COPYRIGHT 2003 ACS (Continued) 
•Propanoic acid, 2- 14- [ (3- ( (4-Cluorophenyl)sulfonyl] -4- 
hydroxyphenyl]methyl] -3. 5-dimethylphenoxyl -2-methyl- (9CI) (CA INDEX REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
KAME) RECORD. ALL CITATIONS AVAILABLE IN THE RE 



HOac- . 



Me 

4S943O-99-0P 459431-00-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of biphenyl derive, as thyroid hormone analogs) 
459430-99-0 CAPLUS 

Acetic acid, (4- [ (3- ( (4-f luorophenyl) sulfonyl] -4- 

(phenylmethoxy) phenyl] methyl] -3, S-di«ethylphenoxy]-, ethyl ester (9CI) 
(CA INDEX NAME) 




RN 459431-00-6 CAPLUS 

CN Propanoic acid. 2- (4- I{3i l(4-f luorophenyDsulfonyl] -4- 

(phenylmethoxy) phenyl] methyl] -3 , 5 -dinethylphenoxy) -3-methyl- . ethyl ester 
(9CI) (CA INDEX HAMS) 




Me 



Habte 6/23/2003 
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L4 ANSWER 4 OP 30 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLSt 

Recruitment 

AUTHOR (S) ! 



CORPORATE SOURCE: 
Departments 

Molecular 

Francisco, 

SOURCE: 



PUBLISHER: 
DOCUMENT TYPEt 
lANGUAGB: 
OTHER SOURCE (S) : 



CAPLAJS COPYRIGHT 2003 ACS 
2003:457917 CAPUIS 
137:169393 

Rational Design and Synthesis of a Novel Thyroid 
Konnone Antagonist That Blocka Coaetivator 

Nguyen, Ngoc-Ha; Apriletti, James w.; Lima, Suzana T. 
Cunhs; Webb, Paul; Baxter, John D.; Scanlan, Thomas 

Program in Chemistry and Chemical Biology, 

oC Pharmaceutical Chemistry and Cellular and 

Pharmacology. University of California, San 

CA, 94143-0446, USA 

Journal of Medicinal Chemistry (2003), 45(15), 

3310-3320 

CODEN: JMCMAR; ISSN: 0022-3623 
American Chemical. Society 
Journal 
English 

CASREACT 137:169293 



GI 



ANSWER 4 OP 30 CAPLUS COPYRIGHT 2003 ACS (Continued) 
BIOL (Biological ocudy) i PREP (Preparation) 

(prepn. of phenylethynyl derive, of GC*1 as thyroid hormone analogs 

their binding activity towards thyroid hormone receptors) 
44741S-19'2 CAPLUS 

Acetic acid. (4- ( |4-hydroxy-3- (1-methylethyl) -5- 

(phenylethynyl ) phenyl! methyl J -3, 5-dimethylphenoxyl- (9CI) (CA INDEX 



RN 44741S-22-7 CAPLUS 

CN Acetic acid, (4 - 1 14 -hydroxy-3- (l-methylethyl> -5- I (4 - 

pentylphenyl) ethynyl] phenyl) methyl} -3. 5-dimethylphenoxy] - (9CI) (CA 

INDEX 

NAME) 




Me T °' 



RN 447415-36-1 CAPLUS 

CN Acetic acid, [4 - ( (4 -hydroxy-3- (1-methylethyl ) -5- I (4 - 

nitrophenyl)ethynyllphenyl)methyll -3.S-dimethylphenoxyl - (9CI) (CA INDEX 



OCH3CO2H II 



The authors report Che design and eyncheaia of a novel series of 
phenylethynyl derive. I [R - H, (CH3)4Me, N02, NH3] sharing the 
halogen-free thyronine scaffold of GC-1 (II). I (R - N02) is a T3 
antagonist with negligible TR agonist activity and improved TR binding 
affinity and potency that allow for further characterization of its obed. 
activity, its ability to block TR- coaetivator interactions appears to be 
the mechanism for antagonism. It will be a useful Pharmacol. Cool for 
further study of T3 signaling and TR function. 
447415-19-2P 4i74tS-22>7P 447415-3C-1P 
447415-39-4P 

RI<: BSU (Biological Study, unclassified) j SPH (Synthetic preparation) ; 



HO3C-CH2— O 



RN 447415-29-4 CAPLUS 

CN Acetic acid, [«- ( [3- t (4-aminophenyl) ethynyl] -4-hydroxy-S- (1- 



AN5WER 4 OF 20 CAPLUS COPYRIGHT 2003 ACS (Continued) 

methylethyl) phenyl] methyl] -3, 5-dimethylphenoxy]- (9CI) (CA INDEX NAME) 



O Me T 01 



446312- 33-OP 44C3ia-34-lP 446313-3C-3P 

446313- 37-4P 44C312-3B-5P 44S312-39-6P 
446312-40-9P 

RLj RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RA< 
(Reactant or reagent) 

(prepn. of phenylethynyl derive, of OC-1 as thyroid hormone analogs 

their binding activity towards thyroid hormone receptors) 
446312-33-0 CAPLUS 

Acetic acid, [4- [ [4- (mechoxymethoxy) -3 - (l -methylethyl) -5- 
(phenyl ethynyl ) phenyl ] methyl ] -3 , 5-dimethylphenoxy } - . 1.1 -dimethyl ethyl 
ester (9CZ) (CA INDEX NAME) 



Me 

:»2—o T He 



O-CHa-C-OBu-t 



446313-34-1 CAPLUS 

Acetic acid, [4- [ (4 - (methoxymethoxy) -3- (1-methylethyl) -5- t (4- 
pentylphenyl)ethynyl)phenyl]roethyl) -3, 5-dimethylphenoxyl -. 
1.1-dimethylethyl ester (9CI) (CA INDEX NAME) 



t-BuO— C-CHa- 



He J <r 



446313-36-3 CAPLUS 

Acetic acid, (4 -( (4 -hydroxy-3- (1-methylethyl) -S- I (4- 
pentylphenyl) ethynyl] phenyl} methyl] -3, 5-dimethylphenoxy} - 
1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 



Habte 



L4 ANSWER 4 OP 20 CAPLUS COPYRIGHT 3003 ACS (Continued) 



t-BuO— C-CHa- 




(CH2)4-Me 



RN 446312-37-4 CAPLUS 

CN Acetic acid, [4- f [3- ((4-aminophenyl)ethynyl] -4- (methoxymethoxy) -S- (1- 

methylethyl } phenyl] methyl] -3. 5-dimethylphenoxy] - , methyl ester (9CI) (CA 
INDEX NAME) 



Me 

-o Me T <^ 



•XT" 



RN 446313-38-S CAPLUS 

CN Acetic acid, (4- ( (4- (methootymethoxy) -3- (1-methylethyl) -S- ( (4- 

nitrophenyl } ethynyl } phenyl ] methyl ] -3 , 5-dimethylphenoxy} - , methyl ester 
(9CI) (CA INDEX NAME) 



Heo— C-CH3-0 



> Me T 



RN 446313-39-6 CAPLUS 

CN Acetic acid, (4- I [4-hydroxy-3- (l-methylethyl) -5- [ (4- 

nitrcqphenyl ) ethynyl] phenyl) methyl] -3 , 5-dimeChylphenoxy} - ; methyl ester 
(9CI) (CA INDEX NAME) 



6/23/2003 



10/082,022 
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RN 446312-4 0-9. CAPLUS 

CM Acetic acid, (4- t 13- ( (4-aminophenyl) ethynyl] -«-hydrc»xy-5- (l- 
methylethyl)phenyl)methyl) ~3, S-dimechylphenoxy] methyl ester (9CI) (CA 
INDEX NAHE) 



Meo-c-CHa-0 



REFERENCE COUNT: 
THIS 



L4 ANSWER 5 CP 20 CAPLUS COPYRIOHT 2003 ACS 




36 THERE ARE 36 CITED REPBREHCE5 AVAILABLE POR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (8) i 
PATENT ASSIONEB(S) t 
SOURCE: 

DOCUMENT TYPE: 
LAHOUAGB: 

PAMILY ACC. HUM. COUNT: 
PATENT INPORMATIONi 

PATENT NO, 



3000:117013 CAPLUS 
132:166010 

Preparation o£ 4 -phenoxyphenyl acetic acids ae 
glucocorticoid and thyroid hormone receptor ligands 
for the treatment of metabolic disorders 
Apelgviat, Theresa; Goede, Patrick; Holmgren, Erik 
Karo Bio AB, Swed. 
PCT Int. Appl.. 56 pp. 
CODEN: PIXX03 
Patent 
English • 



KIND DATE 



APPLICATION NO. DATE 



WO 


2000007972 


Al 


30000217 




WO 1999-IB1447 




W: AE. 


AL, 


AM, AT. 


AU, AZ. 


BA, 


BB, BG, BR, BY, CA, 




DE, 


DK, 


EE, ES. 


PI, GB, 


GD, 


GB, GH, GM, HR, HU, 




JP, 


KE. 


KG, KP. 


KR, KZ, 


LC. 


LK, LR. LS. LT, LU, 




MN, 


MW, 


MX, NO. 


NZ, PL, 


PT, 


RO, RU. SD, SE, SG, 




TM, 


TR, 


TT, UA. 


UO, US, 


UZ, 


VN. YU, ZA, ZW, AM, 




MD. 


RU, 


TJ. TM 










RW: GH. 


GM. 


KE. LS, 


, MW, SD, 


SL, 


SZ. UQ, ZW, AT, BE, 




BS, 


PI, 


PR. GB, 


, GR, IE, 


IT, 


LU, MC, ML, PT. SE, 




CI, 


CM, 


GA. GN, 


. GW, ML, 


MR, 


NE. SN, TD, TG 


CA 


2339194 




AA 


20000317 




CA 1999-2339194 


AU 


99S1881 




Al 


20000228 




AU 1999-51881 


AU 


7S3376 




B2 


30021017 






BR 


9912743 




A 


30010502 




BR 1999-12742 


EP 


1102739 




Al 


20010530 




EP 1999-936913 


EP 


1103739 




Bl 


20030433 








R: AT, 


BE, 


CH, DE, 


, DK, ES, 


FR, 


GB, GR, IT, LI, LU, 




IE, 


SI, 


LT, LV, 


, PI, RO 






SI 


20579 




C 


20011231 




SI 1999-20064 


JP 


3002522407 


T3 


30030723 




JP 2000-563607 


AT 


238267 




E 


20030515 




AT 1999-936913 


BG 


105214 




A 


20011231 




BO 2001-105314 


NO 


2001000610 


A 


20010404 




NO 3001-610 


US 


6492424 




Bl 


20021310 




US 2001-744B6S 



PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 



GB 1990-1693S 
WO 1999-IB1447 

MARPAT 133:166010 



19990804 
CH, CN, CU. CZ, 
ID. IL, IN, IS, 
LV, MD, MO, MK, 
SI, SK, SL, TJ, 
AZ. BY. KO, KZ, 

CH, CY, DE. DK. 
BP, BJ, CP, CO, 

19990804 
19990804 

19990804 
19990804 

NL, SE. MC, PT, 

19990804 
19990804 
19990004 
30010203 
20010205 
30010409 
19980805 
19990804 



L4 ANSWER 5 OF 30 CAPLUS COPYRIGHT 3003 ACS (Continued) L4 ANSWER 5 OP 30 CAPLUS COPYRIGHT 2003 ACS (Continued) 




r5 I 



REFERENCE COUNT: 3 THERE ARE 2 CITED REPERENCES AVAILABLE POR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

AB The title compds. (I; Rl - elkyl, aryl, C02H. etc.; R2, R3 - H, halo, FORMAT 
alkyl, etc. (at least one of R2 and R3 being other than hydrogen); X « 

CO. 

CH2; R4 • alkyl. aryl, heteroaryl; R5 - halo, alkyl, cycloalkyl; Y - OH, 
OMe, NH2, alkylamino; n - 0-4), useful for treating diseases assocd. with 
metab. dysfunction or which are dependent on the expression of a 
glucocorticoid or thyroid receptor gene (such as diabetes, 
hypercholesterolemia, or obesity) (no data), were prepd. E.g., a 
multi-step synthesis of ester I [Rl - C02Me; n - 1; R3 - R3 - Br; Y » 

OMe; 

R4 - Ph; X - CO; R5 « iso-Pr) was given. Compds. I are effective at 

0. 5-25 mg/kg/day. 
IT 25SS19-4a-6P 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological 

study, unclasaiCied) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of 4 -phenoxyphenylacetic acids as glucocorticoid and thyroid 
hormone receptor ligands for the treatment of metabolic disorders) 
RN 358819-48-6 CAPLUS 

CN Benzeneacetic acid, 3. 5-dibromo-4- l4-hydroxy-3- (l-methylethyl) -5- 
(phenylmethyl)phenoxy}- {9CI) (CA INDEX NAME) 




i-Pr 



IT 358830-34-9 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(prepn. of 4 -phenoxyphenylacetic acids as glucocorticoid and thyroid 
hormone receptor ligands for the treatment of metabolic disorders) 
RN 3S8830-36-9 CAPLUS 

CM Benzeneacetic acid, 3. 5-dibromo-4 - !4-raethoaty-3- (l-methylethyl) -5 - 
(phenylmethyDphenoxyJ methyl ester (9CI) (CA INDEX NAME) 



Habte 



6/23/2003 



10/082,022 
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ACCESS I OM NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

inhiblcor 

INVENTOR (S) t 

Jlro 

PATENT ASSIGNSE(S): 
SOURCE : 

DOCUMENT TYPE: 
lANGUAGE: 

FAMILY ACC. NUM. COUNT; 
PATENT INFORMATION; 

PATENT NO. 



1996:62»7«6 CAPLUS 
125:261263 

Poaiciv«-«(orking resiats containing 
t-butoxycarbonylmethyloxybenzane dissolution 

for euppreaaed alkaline impurity 

watanaba, Atauahii lahihara. Toahinobu; Yagihaahi, 

Pujio; Tanaka, Haruyori; Kawai, Yoahioi Hakamura, 



Shineteu Chem Ind Co, Japan; 
Telephone 

Jpn. Kokal Tokkyo Koho, 7 pp 

CODEN: JKXXAP 

Patent 

Japanese 



Nippon Telegraph fc 



t-BuO-C-CH2' 

r n 

-CHa 

t-Buo— c CHa- o' 



O-CHa-C-OBu-t 



-CHa-C-OBu-t 



RN 182316-26-8 CAPLUS 

CN Acetic acid, 2, 2* - [ [4, 6-bia {2- <l. l-dinethylethoxy) -a-oxoethoxy) -S-methyl- 

1,3 -phenyl ene] bis (inechyIene-4, l-phenyleneoxy) Ibis-, 
bis (1, 1 - dime thy let hyl) 

eater (SCI) (CA INDEX NAME) 



KIND DATE 



APPLICATION NO. 



JP 0B194313 
PRIORITY APPLM. INFO. 
OTHER SOURCE (S): 



A3 19960730 



JP 199S-20958 
JP 1995-20958 
MARPAT 125:261363 



19950113 
19950113 



t-Buo— c-CHa- 



o-CHa-c-oBu-t 



-CHa-C-OBU-t 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY 



AVAILABLE VIA OFFLINE PRINT 



The poa. resists comprise 3 coii«>onenta of an acid generator, a polymer 
compd., and a dissoln. inhibitor selected from 1, 4-biB {bis (4-t- 
butoxycarbonylmethyloxyphenyl) methyl J benasene, its deriv. I (Rl-3 - alkyl; 
k - 0-4; I - 0-2, k ♦ 1 .ltoreq.4), l,3-bia(4-t- 
butoxycarbonylmethyloxyphenylmethyl) -4,6 -bis-t- 
butoxycarbonylmethyloxybentene, its deriv. II (R « H, alkyl), 
b i o ( 4 - 1 - bu t oxyctt rbony 1 me thyloxy - 2 , 5 - di me thy I phenyl ) methyl - 4 - 1 - 
butoxycarbonylmechyloxybenzene, its deriv. Ill (R - alkyl; m ■ 0-4), 
2,2-biB{a,4-di-t-butoxycarbonylmethyloxyphenyl)propane, its deriv. IV (R4 
- alkyl; m - 0-3), 2. 6-hi8 {2-t-butoxycarbonylmethyloxyphenylroethyl) -1-t- 
butoxycBrbonylmethyloxy-4-methylbenzene, and its deriv. V (R - alkyl; n • 
0, 1; m - 0-(4- n)). The dissoln. inhibitor suppresses penetration of an 
alk. iit^urity in the resist film and provides high-resoln. images. 
18321(-31-3 182216-36-8 183361-28-5 

RL: TEM (Technical or engineered material use); USES (Uses) 

(pos. resists contg. t-butoxycarbonylmethyloxybenzene dissoln. 
inhibitor for suppressed alk. impurity) 

182216-21-3 CAPLUS 

Acetic acid, 2,3' - [ (4,6-bial3- (l.l-dimethylethoxy) -3-oxoethoxy] -1,3- 
phenylene] bis (inethylene-4, 1-phenyleneoxy) Ibis- , bis (1, 1 -dimethyl ethyl) 
ester (9CI} (CA INDEX NAME) 



RN 182261-38-5 CAPLUS 

CN Acetic acid, 2, 2* • [ (4- [3- (1, l-dimethylethoxy) -3-oxoethoxy} -1, 3- 
phenylenejbis [methylene (3, S-dimethyl -4, l -phenyl ene )oxy] Jbis-, 
bisd.l-difflethylethyl) ester (9CI) (CA INDEX NAME) 



t-Buo— c- CHa- 




o- CHa-C-OBU-t 



o-CHa-c-OBu-t 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

derivative 

INVENTOR (S) ! 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE ! 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1996:628058 CAPLUS 
125:261266 

1, 3-Bis (4-tert-butoxycarbonylmechyloxyphenylmethyl) - 
4 , 6 -bi 8 - tert - butoxycarbonylmethyloxybenzen'e 

for dissolution inhibitor of three -con^onent resist 
Watanabe, Acsushi; Ishihara, Toshinobu; Yagihashi, 
Fuji© 

Shine tsu Chem Ind Co, Japan 
Jpn. Kokai Tokkyo Koho, 4 pp. 
CODEN: JKXXAP 

Patent 
Japanese 



PATENT NO. 

JP 081930S3 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
GI 



KINO DATE 



APPLICATION NO. 



l2 19960730 JP 1995-30954 

JP 1995-30954 
MARPAT 135:361366 



19950113 
19950113 



-OCHaCOs^Bu 



t BUO3CCH30 



-ocHacoa^Bu 



L4 ANSWER 7 OP 20 CAPLUS COPYRIGHT 2003 ACS (Continued) 



t-Buo- C-CHa- 

r n 

-CHa' 

t - BUO— C CH3— O' 



.4X 



O-CHa-C-OBu-t 



-CHa— C~OBu-t 



RN 182216-26-8 CAPLUS 

CN Acetic acid, 2,2* - ( [4,6-bis (2- (1. 1-dimethylethoxy) -2-oxoethoxy] -5-methyl- 

1, 3-phenylene]bis (methylene-4, l-phenyleneoxy) }bis-, 
bl8<l. 1-dimethylethyl) 

ester (9CI) (CA INDEX NAME) 



t-BuO-C-CHa- 



O-CHa-C-OBu-t 



t-BuO— C CHa— O I O CH3— C-OBu-t 

Me 



AB The deriv. is I (R - H, alkyl) . The deriv. shows good aoly. toward 

nacromol. compd. in a three -component pos. -working resist, and is useful 
for dissoln. inhibitor of the resist. 

IT ie321«-21-3P 18221C-36-8P 

RL: PNU (Preparation, unclassified) ; TEM (Technical or engineered 

material 

use); PREP (Preparation): USES (Uses) 

(prepn. of bis (carbonylmethyloxyphenylmethyl) benzene deriv. for 
dissoln. inhibitor of three -conponent resist) 
RN 182216-31-3 CAPLUS 

CN Acetic acid, 3,3* - | E4,6-bis (3- (1, 1-dimethylethoxy) -3-oxoethoxy] - 1. 3- 
phenylene] bis (nethylene-4 . l-phenyleneoxy) ] bis - , bis (l , l-dimethylethyl ) 
ester (9CI) (CA index NAME) 



Habte 



6/23/2003 



10/082,022 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TZTI^i 

INVENTOR (6) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANQUAOB: 

FAMILY ACC. HUM. COUNT: 
PATENT INFORMATION t 



1996:136694 CAPLUS 
134: 160416 

Posicive photosensitive cooq^sition 
Aoai, Toehiaki; Yamanalca, Taukaaa 
Fuji Photo Film Co., Ltd., Japan 
Bur. Pat. Appl., ai pp. 

CODEN: EPXXOH 

Patent 

English 



L4 ANSWER 8 OF 30 CAPLUS COPYRIGHT 3003 ACS (CDnCinuad) 

4, l-phenylene)oxy}]]tetrakia-, tetrakis (1, l-dimethylethyl) ester <9CI) 
(CA INDEX NAME) 



t-BuO-C-CHa- 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


BP 


691S75 


A3 


19960110 


EP 


1995- 


■110358 


199S0703 


BP 


69157S 


A3 


19960515 










BP 


691575 
R: BE, DB 


Bl 


30030330 










JP 


08015863 


A3 


19960119 


JP 


1994- 


-15231B 


19940704 


JP 


3390303 


B3 


30D30610 










JP 


08033X36 


A3 


19960133 


JP 


1994- 


-157378 


19940708 


JP 


339030S 


83 


30030610 










JP 


08029983 


A3 


19960303 


JP 


1994- 


-160143 


19940712 


JP 


3337837 


B3 


30021038 










US 


5824451 


A 


19981030 


US 


1995- 


-497795 


199S0703 



PRIORITY APPLN. INFO. 



19940704 
19940708 
19940712 

in an aq< alkali 



JP 1994*153218 
JP 1994-1S7278 
JP 1994-160143 

AB A poG . phocoaensitive compn. comprises (a) a reain sol. 

soln. contg. a apecific structure unit, {b) a cowpd. which generates an 
acid with irradn. of an active ray or radiation, and (e> a low-nol . -wt . 
acid -decomposable dissoln. inhibitor having a nol . wt. o£ not more than 
3000. which poseessea a tertiary alkyl ester group and whose soly. in an 
aq. alkali soln. is increased by the action of an acid, wherein compd. 

(c) 

is a compd. having at least two tertiary alkyl ester groups, in which the 
longest distance with respect to the distance between two tertiary ester 
groups selected arbitrarily comprises at least 10 bonding atoms except 

for 

the atoms contained in the ester groups or a coo^d. having at least three 
tertiary alkyl ester groups, in which the longest distance with respect 

to 

the distance between two tertiary ester groups. The pos. photosensitive 
compn. haa a high sensitivity, high resoln. and good profile and excels 

in 

atorage atability and heat resistance of the resist soln. 
IT 17378C-59-9P 

RL: SPN (Synthetic preparation) ; TBM <Technical or engineered material 
use) ; PREP (Preparation) : USES (Uses) 

(prepn. and use in poo. photosensitive conipns . for lithog. plate 
manuf . ) 
RN 173786-59-9 CAPLUS 

CN Acetic acid, 3, 3 ' , 2 ■ • , 2 • • • - ( (l-inethylethylidene) bis [ 12- (2- (1, 1- 
dimethyl ethoxy) -2-oxoethoxy] -S, 1, 3-benzenetriyllbi8 [methylene (2,S-diroethyl- 




— ^O— CH3— C-OBu-t 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1996:50353 CAPLUS 
134:101865 

Positive -working photoresist composition 

Yamanaka, Tsukasa; Sakaguchi, Shinji; Kokubo. 

Tadayoshi; Kawabe, Yasumasa 

Fuji Photo Film Co Ltd, Japan 

Jpn. Kokai Tokkyo Koho, 53 pp. 

CODEN: JKXXAP 

Patent 

Japanese 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



JP 07271037 
PRIORITY APPLN. INFO. 



JP 1994-63662 
JP 1994-63863 



19940331 
19940331 
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I? 



t-BuO-C-CH2-9 Me, 
CHa- 



t-BuO-C-CH3-0 
II 



O-CHa-C-OBu-t 



RN 173651-19-3 CAPLUS 
CN Acetic acid. 

3,3' - [methylenebifl [ [2- [2- (1, 1-dimethylethoxy) -2-oxoethoxy] -5- 
methyl-3, l-phenylene]methylene-4, l-phenyleneoxy] ]bi8-, 
bisd.l-dimethylethyl) ester (9CI) {CA INDEX NAME) 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY 



AVAILABLE VIA OFFLINE PRINT < 



AB The title conqpn. coir^riees an alkali sol. resin, a photoacid generator, 
and .gtoreq.l kinds of contpds. selected from I and II {Rl-41 - H, XRal, 
CN. ODO; Xl-10 - Single bond, carbonyl, sulfido. sulfonyl, CRblRb2; X - 
single bond, O, S, CO, OCO, NRalCO, NRa2i Ral - Cl-lO alkyl. alkylene, 
cycloalkyl. haloalkyl. aryl, alkylaryl, aralkylj Ra3 - H. Ralj Bbl, Rb3 . 
H, Me, Et, Cl-4 haloalkyl; DO-13 • H. Oinhf Dinh - XiRij Xi - CRblRb3, 
CRblRb20, CO, CS. COO. COS. CRblKb3C0, CRblRb3C00, CRblORi. COHRbl: Ri - 
H, Cl-20 alkyl, alkenyl, C3-30 cycloalkyl. C6-30 aryl. cumyl, adamantyl, 
SiZiRb3ZiRb4ZiRb5. tetrahydro-pyranyl, pyranyl, 

1,3 -dithia-indane-2-yl ; Rb3 - 

bS m Cl*30 alkyl, cycloalkyl, alkenyl, C6-30 aryl; Zi > single bond. O: 

i, 

j, k, m, n • 0, 1) . 
IT 172i51«17-lP 173651-19-3P 172C51-33-8P 
173C51-39-1P 173651-26-3P 1736$1-28.4P 
173C51-31>9P 1736S1-32-0P 

RL: DEV (Device component use)-; IMF (Industrial manufacture); PREP 
(Preparation) ; USES (Uses) 

(pos. -working photoresist compn. conprising) 
RN 172651-17-1 CAPLUS 

CN Acetic acid, 3,3' - 113- (3- (l,l-di«ethylethoxy) -3-oxoethoxyl -5-methyl-l.3- 
phenylene]bis tmethylene(3.5-diraethyl-4, l-phenylene)oxy] ]bis>, 
bis(l,l-dimethylethyl} ester (9CI) (CA INDEX NAME) 



t-BuO-C-CH3- 



"a. 



r 



CH3-C-0Bu-t 



— 0-CHa-C-OBu-t 



Habte 



6/23/2003 



10/082,022 
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PAGE a -A 

iT 

t-BuO-C-CH2-0 



RN 173651-33-8 CAPLUS 

CN Acetic acid, 3, 3 ' - [methylenebis I [6- ( [4- [3- (1, l-dimethylethoxy) -3- 

oxo«thoxy] -a, 5-dimeth/lphenyI] methyl] -4-iMChyl-3. l-phenylene}oxy] Ibia- 
bied, X-dlmethylet:hyl) eater (9CI) (CA INDEX NAME) 



L4 ANSWER 9 OP aO CAPLUS COPYRXOHT a003 ACS (Continued) 

PAGE 1-A 
Me 



t-BuO— C— CHa- 

XT™'- 

t-BUO— jpCHa— o ^ 



o-CHa— c-08u-t 



t - BuO^ CHa— p 



t-Buo-c-CHa-o ^ Me I 




t-BuO~C-CHa-p 



^0-CHa-C-OBu-t 

-cHa- 

O-CHa-jpOBu-t 



— O- CHa— C- OBU - 1 

RN 172651 -2S-1 CAPLUS 

CN Acetic acid, 2, 3 • - ( (3- [3- (1. l-ditnethylethoxy) -2-oxoethoxyl -S-methyl- 1, 3 - 
phenylene]bie [methylene [6- (2- (l. l-dimethylethoxy) -2-oxoethoxy] - 5 -methyl - 
3, l-phenylene]inethylene-4,l-phenyleneoxy] ]bla-, bia(l, 1 -dimethyl ethyl) 
eater (9CI) (CA INDEX NAHE) 



I7a65i-a6-a caplus 

Acetic acid, 2,2' - ( (2- [2- (1, l-dimethylethoxy) -3-oxoethoxy3 -5-methyl-l,3 
phenylenelbis (methylene (6- (2- (l, l-diraethylethoxy) -3-oxoethoxy] -3.5- 
dimethyl-3, l-phenylene)methylene-4, l-phenyleneoxy) ]blB-, 
biad.l-dimethyXethyl) eater (9CI) {CA INDEX NAME) 
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PA8E 1-A 

t-Buo-tcHa-cxl P (^y^ 
^^^^ ^2—11^^ cHa—jj^^W- CHa— l^^J^ 



t-BuO-jpC 



t-Buo— c-CHa- 
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PAGE 1-A 



j| t-BuO-C-CH2- 
t-BuO— C-CHa-C 




CHa — 'n.osJSJ — CHa — fi^T — cHa- 

y 

Me He 




r 



CHa-C-OBu-t 



-a. 



.-O-CHa-C-OBu-t 

-CH3- 

O-CHa-.C-OBu-t 



173651-28-4 CAPLUS 

Acetic acid. 2, 2 • - [methylenebia 1 16- ( (4 - (2- (1 . l-dimethylethoxy) -2- 
oxoethoxy] -3 • I (4- (3- (1, l-dimethylethoxy) -2-oxoethoxy) phenyl] methyl] -2,5- 
dimethylphenyl) methyl] -4-methyl -3, l-phenylene)oxy] 1 bia- , 
bi a (1,1 -dimethyl ethyl) eater (9CI> (CA INDEX NAME) 




t-BuO-C-CHa— 0 



172651-31-9 CAPLUS 

Acetic acid, 3, 3 ' - [ (3- [2- (1. l-dimethylethoxy) -2-oxoethoxy] -5-methyl-l, 3 
phenylenelbio {methylene [6- (2- {1, l-dimethylethoxy) -a-oxoethoxy} -3,5- 
dimothyl-3,1- pheny lene ) methyl ene[6-(3-(l,l -dimetby lethoxy } - a - oxoethoxy] 
2,5-dimethyl-4,l- phenyl ene}methylene(2-met hy 1 -4,1- phenyl ene ) oxy 1 ] bis - , 
biad.l-diraethylethyl) eater (9CI) (CA INDEX NAME) 



Habte 



6/23/2003 



10/082,022 



Page 13 




RN 172651 -33-0 CAPLUS 

CN Acetic acid, 2, 2 • - [ (3, 5-dimethyl- 1, 3 -phenylene)blB (methylene (6- (2- ( 1 , 1- 
dimethylethoxy) -2-oxoethoxy] -2 , 5-dimethyl -3 , 1-phenylene] methylene[6- (3- 
(1, 1-dimethylethoxy) -3-oxoethoxy} -3 . l-phenylene] methylene (2-methyl-4 , l- 
phenylenejoxyllbie-, bis (1. l-ditnethylethyl) eecer (9CI) (CA INDEX NAME). 



CAPLUS COPYRIGHT 3003 ACS 
1994:450249 CAPLUS 
131:50349 

Computer -assisted molecular modeling of 
and thyromimetic inhibitors of the HepOa 



L4 ANSWER 10 OP 30 
ACCESSION NUMBER: 
DOCUMENT NUMBER : 
TITLE: 

benzodiazepine 

iodothyronine 

membrane transporter 
AUTHOR (S) : Kragie, l.aura; Forrester. Maureen L.; Cody, Vivian; 

NcCourt, Mary 

CORPORATE SOURCE: Fac. Hat. Sci . Math., State Univ. New York, Buffalo, 

Amherst, NY, 14360, USA 
SOURCE: Molecular Endocrinology (1994), B(3), 383-91 

COOEN: MOENCN; ISSN: 0888-8809 

DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i S h 

AB T3 cellular uptake ie inhibited in the presence of benzodiazepines (BZa) . 
The structure-activity relationship of BZ inhibition correlates strongly 
with halpgen substitution of Che nonfused Ph ring and indicates that this 
ring is required for activity. A structure -activity series of 
thyromimetic (TH) inhibitors of the Hep02 iodothyronine transporter 
further point out the crit. in^ortance of the amino group of the alanine 
Bide chain, its L-stereo configuration, and the size of the subatituents 
of the inner and outer Ph rings. A third series of compds. , reported to 
interact at related sites, were inactive ae HepG3 iodothyronine transport 
inhibitors, and therefore the potent inhibitors were restricted to the BZ 
and TH compdfl. Using both of these BZ and TH structure-activity aeries 
along with cott^uter-assisted* mol . modeling techniques, the authors detd. 
which chem. structural components were iii4>ortant at the transporter 
interaction site. By superimposing structures from active chems., 
excluding residues from poor inhibitors, and incorporating rool. 
electropotential data, the authors developed a five -point model of BZ 
conformational similarity to the endogenous transporter ligand. L-T3: the 
alkyl substitution at the HI of the BZ ring seems to stimulate the 

alanine 

side chain of T3, and the electroneg. halogen and oxygen atoms of 
subatituents at R3/R7/R3' /W of BZ form a pyrimidyl phacfaacophore that 
seems to correspond with the 3-1/5-1/3 ' -l/4' -OH substituents of T3, resp. 
These points, suggesting a tilted cross-bow formation, may be sites for 
ligand interaction wich the iodothyronine transporter. 

IT 105170-31-B, SKP-L 93336 

RL: BIOL (Biological study) 

(triiodothyronine binding by iodothyronine transporter inhibition by, 
structure in relation to) 

RN 105170-31-8 CAPLUS 

CN L-Tyrosine. O- (4-hydroxy-3- t(4-hydroxyphenyl)raethyllphenyl) -3,5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBBR: 
TITLE: 



INVENTOR <S) : 

PATENT ASSIGNEE (8) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1994:435034 CAPLUS 
131:35034 

Preparation of 4- U~cyelohexyl-4-hydroxy 
or-ra«thoxyphenylaulfonyl) -3, S-dibromophenylacetie 
thyromimetic choleateroX -lowering agenta 
walker. Keith A. ; Labadie. Sharada S.; Kerteas. Oenia 

J.; Laughton, Craig M. 

Syntex (U.S.A.), Inc., USA 

U.S. , IS pp. 

CODEN: USXXAM 

Patent 

Engliah 



PATENT NO. 

US 5364 971 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S).: 
GI 



KINO DATE 



APPLICATION NO. DATE 



L 19940208 US 1992-914037 

US 1993-914837 
MARPAT 131:35034 



19930716 
19930716 



r5 




AB Title compdfl. I (Rl - R9C0 (CHNR7Ra ) m {CH2 ) n wherein n - 1-3, m - 0.1, R7, 
Re - H, Cl-4 alkyl, R9 - HO, Cl-4 alkoxy, R8R7N; R3. RS - Br, CI, iodo. 
Me; R31 - H, cl. Br, iodo. Cl-4 alkyl, C4-6 cycloalkyl, Cl-4 haloalkyl, 
C4-6 halocycloalkyl. Ar(R10)CH wherein Ar - 5-hydroxypyrid-a-yl, 
6-hydroxypyrid-3-yl. 6-hydroxypyrida2in-3-yl, 6-methoxypyridaxin-3-yl, 
6-hydroxypyridazin-3-yl N-oxide, 6-niethoxypyridaain-3-yl N-oxide. HIO - H 
, Cl-4 alkyl: R41 - HO. bioprecuraor) and phamaceutically acceptable 
salta thereof, useful as anticholeateremic agents (no data), are prepd. 
S03C13 in CH3C13 was added to Me 3, 5-dibroaio-4 -mercaptophenylacetate 
(prepn. given) followed by 2- {Me2CH) C6H40Me to give Me 

3, 5-dibromo-4 - ( (3-iBopropyl-4-methoxyphenyl) thioj phenylacetate which with 
m-ClC6H4C02OH in CH2C12 was reacted tor 30 h to give I (Rl - Me03CCH2, R3 
- RS > Br, R31 « Me2CH, R41 - MeO) . Pharmaceutical formulations 
convriaing l are given. 

IT lS$780-54-4P 

RL< SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of, as anticholeateremic) 

RN 155780-54-4 CAPLUS 

CN Benzeneacetic acid, 3, 5-dibromo-4- ( (4-hydroxy-3- ( (4- 

hydroxyphenyl ) methyl] phenyl ] sulfonyl] - (9CI) (CA INDEX NAME) 
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ACCESSION I 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S): 
SOURCE : 

DOCUMENT TYPE: 
lANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1989:635049 CAPLUS 
111:235049 

Preparation of benzothiaxinoanthraquinone derivativea 

as colorants for near-infrared filters, optical diak 

memory devices, and liquid crystal devices 

Morishita, Yaauyoahi 

Nippon Kayaku Co., Ltd., Japan 

jpn. Kokai Toklcyo Koho, 11 pp. 

COOEN: JKXXAF 

Patent 

Japanese 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



JP 64000076 A2 19890105 JP 1987-154333 19870623 

PRIORITY APPLN. INFO.: JP 1987-154333 19870623 

OTHER SOURCE(S): MARPAT 111:235049 

OI For diagrain(s), see printed CA Issue. 

AB The title con^xls. [I and II; Rl, R3, R5 - H, F. Cl, Br. cyano. Me, Et, 
MeO, BtO, CF3; R2, R4. R6 « H, F, Cl. Br, cyano, N03. CF3, 
nonafluorobutyl, R7, 0R7. SR7, S02R7, C0R7. {CH2)mC02R7, NHCOR7, NHC02R7. 
P-R7C6H4. 4'R7-Bubstituted-cyclohex-l-yl, 0R8. provided that both R2 and 
R4 do not take the same group; R7 - Cl-12 alkyl optionally interrupted by 
1-3 O or substituted by cyclohexyl., cyclohexyloxy. Ph. or PhO; R8 - C2-9 
alkyl having .gtoreq.3 H's substituted with P; m - 0, 1, 2) having 

light-. 

heat-, and chera. stability and good eonpatibility with synthetic resins, 
org. solvents, and liq. crystals and useful for near-IR filters, optical 
disk memory devices using laser beams, and liq. crystal devices for 
heat -mode recording by laser beam, were prepd. Thus, a mixt. of 
0-H2NC6H4SH 135, 1, 8-dihydroxy-2, 7-dibroroo-4- (p-n-butylanilino) -5- (p- 
methylamino)anthraquinone 65, and N-methylpyrrolidone 300 parts waa 
heated 

6 h at 19S- 200. degree, and cooled to 70. degree.. MeOH 500 parts waa . 

added 

and pptd. crystals were removed by filtration, waahed with HeOH and H20, 
and dried to give 36 parts II (Rl - R3 - R5 - R6 - H. R2 - He, R4 > Bu) 
which had .lambda. max 780 nm and .epsllon. 39 and 900. 
XT 133CSB-61-7 

RL: USES (Uses) 

(prepn. of iscrtneric mixta, contg . , as colorants for near-IR filters, 
optical disk menory devices, and liq. crystal devices) 

RN 133658-61-7 CAPLUS 

CH Benzeneacetic acid, 

4- I Ul- ( (2-aminophenyl) thioJ -13. l4-dihydro-13-hydroxy- 

e.l3-dioxo-7- (phenylamino) -8H-naphtho[3, 3-a]phenothiasin-9-yl)amino} -, 
methyl ester (9CI) (CA INDEX NAME) 




CHa-C-OMe 



Habte 
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ACCESSION NWBER: 
DOCUMENT NUMBER: 
TITLE I 

AUTHOR (S) : 



CORPORATE SOURCE: 



lANOUAGB: 

OTHER SOURCE (S) : 



CAPLUS COPYRIGHT 3003 ACS 
1969:115393 CAPLUS 
110:115393 

Seleecive chyromiiBetics . Cardise-Bparing thyroid 
hormne analogs containing 3 ' -arylowthyl substltuenca 
Leeaon, Paul D. ; Enmett. John Ct Shah, Virendra P.; 
Showell, Graham A.; Novelli, Ricardo; Prain, H. 
Douglas; Benson, Martin O.; Ellio, David: Pearce, 
Nigel J.; Underwood, Anthony H. 

Smith Kline French Rea. Ltd., Prythe/Welwyn, AL6 9AR, 




UK 

Journal of Medicinal 
CODEN: JMCMAR; ISSN: 

Journal 
English 

CA5REACT 110:115393 



CH3CH{NHa)C03H 



Chemistry (1989), 
0033-3633 



33(3), 330-36 



L4 ANSWER 13 OP 30 CAPLUS COPYRIGHT 3003 ACS (Continued) 

RL: RCT (Reactantl: SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and demethylation and hydrolysis of) 
RH 105170-33-0 CAPLUS 

CN L-Tyrosine, 3 , 5-diiodo-O- E4-methoxy-3- ( <4 -methoxyphenyl) methyll phenyl ] -M - 
(trifluoroacetyl)-, methyl ester (9CX) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 117896-35-0 CAPLUS 

CN L-Tyrosine, O- [3- [ (3 -fluoro-4-nwthoxyphenyl) methyl] •4-methoxyphenyll -3,S- 
dliodo-H- (trifluoroacetyl)-, ethyl ester (9CI) (CA INDEX KAKE) 

Absolute stereochemistry. 



both 



AB Introduction of specific arylmethyl groups at the 3 '-position of the 

thyroid hormone 3, 3 ' . 5* -triiodo-L-thyronine (T3), and its known 
hormonal ly 

active derivB., gives liver-seleccive. cardiac-sparing thyromimetics 
(e.g.. I. X - 0. S; R - aryl group), with potential utility as plasms 
cholesterol lowering agents. Correlations between in vivo and in vitro 
receptor binding affinities show that liver/heart selectivity does not 
depend on receptor recognition but on penetration or access to receptors 
in vivo. QSAR studies of the binding data of a series of 30 
3 ' -arylmethyl 

T3 analogs show that electroneg. groups at the para position increase 

I 

receptor binding and aelectivity in vivo. However, increasing 
3 ' -arylmethyl hydrophobic ity increases receptor binding but reduces 
selectivity. Substitution at ortho and meta positions reduces both 
binding and selectivity. Replacement of the 3,5-iodo groups by halogen 

Me maintains selectivity, with 3,5-dibroroo analogs in particular having 
increased potency combined with oral bioavailability. Di-Ph thioether 
derive, also have improved potency but are less orally active. At the 
1 -position, the D enantiomer retains selectivity, but removal of the 
.alpha. -amino to give a propionic acid results in loss of selective 
thyromimetic activity. 

10S170-33-OP 117696-35-OP 117a96-3C-lP 
117896-37-3P 117e9S-3B-3P 11789C-39-4P 
117917 -33 -3» 117917 -33 -4? 117917-34-5P 
117917-3C-7P 




RN 117896-36-1 CAPLUS 

CN L-Tyrosine. 3. S-diiodo-0- [4-methoxy-3- ( (4-methoxy-3- 

methyl phenyl) methyl] phenyl ] -N- (trifluoroacetyl) -. ethyl ester (9CI) 

INDEX NAME) 

Absolute stereochemistry. 




L4 ANSWER 13 OF 20 CAPLUS COPYRIGHT 3003 ACS (Continued) 
RN 117896-27-2 CAPLUS 

CN L-Tyroeine, 3. S-diiodo-0- l4-methoxy-3- l(4-methoxy-3- (1- 

methylethyl)phenyl]methyl)phenyl) -N- (trifluoroacetyl) -, ethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




i-Pr O 



RN 117696-28-3 CAPLUS 

CN L-Tyrosine, 3 , 5-diiodo-O- [4 -methoxy-3 -[ (3-methoxyphenyl)methylJphenyl] -N- 
(trifluoroacetyl) -, ethyl ester (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 117896-29-4 CAPLUS 

CN L-Tyrosine, O- [3- I (3-chloro-4 -methoxyphenyDmethyl] -4-methoxyphenyl.] -3,5- 
diiodo-N- (trifluoroacetyl)-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CI O 



L4 ANSWER 13 OP 30 CAPLUS COPYRIGHT 2003 ACS (Continued) 
Absolute stereochemistry. 




O 



RN 117917-23-4 CAPLUS 

CN L-Tyrosine, 3 , 5-diiodo-O- [4 -methoxy-3- ( (4 -nitrophenyl) methyl] phenyl] -N- 
(trifluoroacetyl) -. methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN . 117917-24-5 CAPLUS 

CN L-Tyrosine. O- (3 - [ {4-fluorophenyl) methyl) -4-methoxyphenyl) -3, 5-diiodo-N- 
(trif luoroacetyl) -. methyl ester (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 




RN 117917-26-7 CAPLUS 

CN L-Tyrosine, O- (3- [ (4- (acetylamino) phenyl) methyl) -4-methoxyphenyl) -3,5- 
diiodo-N- (trifluoroacetyl) - , methyl eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



117917-22-3 CAPLUS 

L-Tyrosine, O- (3- ( (4 -cyanophenyl) methyl] -4-methoxyphenyl] -3 , 5-diiodo-I 
(trifluoroacetyl)-, methyl ester (9CI) (CA INDEX NAME) 



Habte 6/23/2003 
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O 



IT 105170-31.89 117<53>10'BP 1X7CSS'11-9P 
117653-12-OP 117<5J-13*1P 117<53-I«-aP 
117fiS3-15-3P 117C53-1C>4P 117C53-17-SP 
117CS3-18-CP 

KLt BAC (Biological activity or effector, except adverse) ; SPN (Synthetic 
preparation) ; BIOL (Biological study) ; PREP (Preparation) 
(prepn. and thyromiroetic activity of) 
RN 105170-31-8 CAPLUS 

CM L-Tyro8ine. O- (4-tiydroxy-3- [ (4-)iydroxyphenyl)methyl] phenyl] -3, 5-diiodo- 

{9CI) (CA INDEX NAME) 
Absolute stereochemiBtry. 




RN 117653-10 -8 CAPLUS 

CN L-Tyrosine, O- [3 - ( {4-cyanophcnyl) methyl] -4 -hydroxyphenylj -3.5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute atereochemistry. 




RN 117653-11-9 CAPLUS 

CN L-TyroBine, 0- (3- ( (4 -fluorophenyl) methyl] -4 -hydroxyphenylj -3,5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 AKSHBR 13 OP 20 CAPLUS COPYRIGHT 3003 ACS (Continued) 




RN 1176S3-12-0 CAPIUS 

CM L-Tyrosine, O- [4-hydroxy-3- ((4-nitrophenyl)oiechyl]phenyl) -3.5-diiodo- 
(9CI) (CA INDEX HAMS) 

Absolute Stereochemistry. 




RN 117653-13-1 CAPLUS 

CN L-Tyrosine. 0- (3- [ {4 -aminophenyl) methyl) -4 -hydroxyphenyl] -3. 5-diiodo- , 
dihydrobromide (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




•3 HBr 



RN 117653-14-3 CAPLUS 

CN L-Tyrosine, O- [4-hydroxy-3- ( (3-hydroxyphenyl) methyl] phenyl) -3, S-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 117653-15-3 CAPLUS 

CN L-Tyrosine. O- (3- t (3-fluoro- 4 -hydroxyphenyl) methyl] -4 -hydroxyphenyl] -3,5- 
dliodo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 117653-16 -4 CAPLUS 

CN L-Tyrosine. O- (3- ( (3-chloro-4-hydroxyphenyl)nethyl) -4 -hydroxyphenyl] -3, 5- 
diiOdo- (9CI) (CA INDEX NAME) 

Absoluts stereochemistry. 




CI 



RN 117653-17-5 CAPLUS 

CN L-Tyrosine, O- l4-hydroxy-3- t (4-hydroxy-3-methylphenyl)methyllphenyll -3, 5- 
diiodo- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 117653-18-6 CAPLUS 
CN L-Tyrosine, 

o- (4-hydroxy-3- { [4-hydroxy-3 - (1-methylethyl )phenyl] methyl] phen 
yl) -3, 5-diiodo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




i-Pr 



IT 724O-00-2 

RL: BAC (Biological activity or effector, except adverse); BIOL 
(Biological study) 

(thyrotnimetic activity of) 
RN 72469-00-2 CAPLUS 

CN L-Tyrosine. 0- {4-hydroxy-3- (phenylmethyl) phenyl] -3 , 5-diiodo- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Ph 
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ACCESSION NUMBER ! 
DOCUMENT NUMBERS 
TITL&: 

AUTHOR (S) i 
CORPORATE SOURCE: 
SOURCE : 

DOCUMENT TYPE: 

LANGUAGE: 

OTHER SOURCE (S) t 



CAPLUS COPYRIGHT aOQ3 ACS 
198S:1€7903 CAPLUS 
108: 167903 

Syntheeia oC diphenyl thloether derivatives of 

peptides and amino acids 

Hobba. Doug w.} Still, w. Clark 

Dep. Chem., Colundbia Univ., Mew York, NY, 10037, 

Tetrahedron Letters (1987), 38(25). 3805-8 

CODEN: TELBAY; ISSN: 0040-4039 

Journal 

English 

CASRSACT 108:l«790a 



Me3C03CMH" 





COjMe I MeaCOaCNir ^C02Me II 

OMe 



>r^ HeacoaCNH o 



HesCOaCNH coaMe 
coaMe III 



L4 ANSWER 14 OP 30 CAPLUS COPYRIGIiT 3003 ACS (Continued) 



la-CH-e-OMe 




^ ^CH3-CH-|y-0Me 



RN 113850-66-5 CAPLUS 

CN L- Phenylalanine, 4.4' - [ [5- (l-amino-3-methoxy-3-oxoethyl) -a-methoxy-1,3- 

phenylene)bis(thio) ]bia [H- [(l, l-diiaethylethoxy)carbonyll -, dinwthyl 
ester, 

(R)- (9CI} (CA INDEX NAHB) 



MeO-j(pCH-CH3 




-a r' 



C-OBU-t 

CHa—cH— e-OMe 



AB The photochem. SRNl coupling of p-mercaptophenylalanine derive, with 

iodotyrosine or iodophenylglycine derive, gave di-Ph thioethers. Thus, 
the irradn. of iodotyrosine I and mercaptophenylalanine II with a sunlaitqp 
Cor 1 h in liq. NH3 gave thioether III. 

IT 113aS0*7»-6P 113BS0-S6-SP 

RL: SPN (Synthetic preparation); PREP (Preparation) 
{prepn. of) 

RN 113850-79-6 CAPLUS. 

CN L-Tyro8ine, N- [ (1, l-diinethylethoxy}carbonyl] -3,5-bi8[ I4- {3- J [ (1. l- 
dimethylethoxy)carbonyl] amino] • 3 -raethoxy- 3 -oxopropyll phenyl] thiol -O-methyl- 
, methyl ester, [S-(R«,R*)]- (9CI) (CA INDEX NAME) 



L4 ANSWER 15 OF 30 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 
SOURCE: 

DOCUMENT TYPE: 

LANGUAGE I 

OTHER SOURCE (S) : 



CAPLUS COPYRIGHT 2003 ACS 
1988:36334 CAPLUS 
108(38334 

Thyroid hormone analogs. Synthesis of 3 ' -substituted 

3, 5-diiodo-L- thyronines and quantitative 
structure-activity studies of in vitro and in vivo 
thyromimetic activities in rat liver and heart 
Leeson, Paul D. ; Ellis, David; Enunett, John C; Shah, 
Virendra P.; Showell, Graham A.; Underwood. Anthony 

Smith Kline French Res. Ltd., Frythe/Welwyn, AL6 9AR. 
UK 

Journal of Medicinal Chemistry (1988). 31(1), 37-54 

CODEN: JHCMAR; ISSN: 0032-3633 

Journal 

English 

CASREACT 108:38334 



CHaCHcoaH 
NHa 



Twenty- nine title compds. I (R - CH3:CH3, allyl, Bu, CH2CH2Ph, CH20H. 
etc.) were prepd. by using established methods and by a new route 
involving manipulation of a 3'-formyl intermediate. In vitro hormone 
receptor binding (to intact nuclei) and in vivo thyromimetic activity 
(induction of mitochondrial 3-pbosphoglycerate oxidoreductase, GPDH) were 
measured in rat liver and heart for these new analogs and for the 18 
previously reported 3 ' -substituted 3 , 5-diiodo-L-thyronines . Anal, of the 
binding date using theor, conformation and quant, structure-affinity 
methods in^liee that the 3 ' -substituent recognition site on the thyroid 
hormone receptor is hydrophobic end limited in depth to the length of the 
natural iodo substituent. but has sufficient width to accommodate a Ph or 
cyclohexyl group. Receptor binding is reduced by approx. 10-fold in 
3 ' -acyl derive, which form strong intramol . acceptor hydrogen bonds with 
the adjacent 4 ■ -hydroxy I . The compds. showed no differences in their 
relative affinities for heart and liver nuclei, suggesting that receptors 
in these tissues are similar. However, the relationships between 
thyromimetic activity (induction of GPDH) and nuclear binding showed some 
tissue differences. A high correlation between activity and binding is 
obsd. for full agonists in the heart, but an equally significant 
correlation for the liver data is only seen when 3 ' -substituent bulk 
(molar ref ractivity) is included in the anal. These results suggest the 
possibility that differential tissue penetration or access to receptors 
may occur in vivo. 

1110SS-0a-9P 111088-36-99 111088-50-7P 

RL: RCT (Reactant) : SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(prepn. and deblocking of) 
lllOSa-03-9 CAPLUS 

L-Tyrosine, .N-acetyl -3 , 5-diiodo-O- E4-raethoxy-3 - (phenylmethyl) phenyl] -, 
ethyl ester (9CI) (CA INDEX NAME) 



L4 ANSWER IS OF 30 CAPLUS COPYRIGHT 3003 ACS 

Absolute Stereochemistry. 



(Continued) 




RN 1X1088-36-9 CAPLUS 

CN L-Tyrosine, N-acetyl-O- (3-benzoyl-4-methoxyphenyl) -3 , 5-diiodo- , 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 111088-50-7 CAPLUS 

CN L-Tyrosine. 3, 5-diiodo-O- [4-methoxy-3- (3-phenylethyI)phenyl] -H- 
(trifluoroacetyl) -, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 1110B7-79-7P 11108S-00-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. and thyromimetic activity of) 
RN 111087-79-7 CAPLUS 

CN L-Tyrosine. O- [4-hydroxy-3- (a-phenylethyl)phenyl) -3, 5-diiodo- (9CI) 
INDEX NAME) 

Absolute stereochemistry. 
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RN lllOBB-00-7 CAPLUS 

CM . L-Tyroeina, o- (3-benzoyl-4-hydroxyphenyl) -3, 5-diiodo- (9CI) (CA INDEX 
KANE) 

Absolute BCereochemiBtry. 




IT . 734<»-00-a 

RL: RCT (Reactant) : RACT (Reactant or reagent) 
(Chyromimetic activity of) 
RN 73469-00-3 CAPLUS 

CN L-Tyroaine, o- l4-hydrQxy-3- (phenylmethyl) phenyl J -3 . S-diiodo- (9CI) (CA 
INDEX HAMS) 

Abaoluce ateraochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE! 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 

SOURCE : 

• DOCUMENT TYPE: 



FAMILY ACC. HUM. COUNT: 
PATENT INFORMATION: 



1987:2154 97 CAPLUS 
106:315497 

Preparation of anthraquinon« derlvativea aa dyaa for 
liquid cryatale 

Morlshita, Yaauyoshi: Matsunaga, Daiaaku: Oieo, Shoji 
Nippon Kayaku Co., Ltd., Japan 
Jpn. Kokai Tokkye Koho, 13 pp. 

CODEN: JKXXAP 

Patent 

Japanaaa 



KIND DATE 



JP 6300S941 
JP 05058631 
PRIORITY APPUl. INFO. 



19870113 
19930837 



APPLICATION NO. 



JP 1985-391950 



JP 1985-50368 




Tha title eompda. I [when X > H or NM3, Y - 
when X - OH, Y > H or NHS, Rl - CI, Br, Q, 



R3- 



11 - H, R3 - Cl, Br, 0; 
Z - O, Si R3, R6 > M, 



Cl. Br, Me, Et. cyano. MeO, EtO; R4, R7 . H, F, Cl, Br, cyano, CF3, 
CF3(CP3)3, (aubstituted) alkyl, (aubaticuted) alkoxy, acyl, acylamino, 
etc.; R5 « Q] , useful aa liq. crystal convna. such as dyes for a 
guest-hoBt effect liq. crystal display device, are prepd. Heating 
P-BUC6H40K 15.8, N-methylpyrrol idone 30, and K2C03 3 parts at 
150. degree. , 

adding 11.3 parts I (Rl - RS - Br: R3 - R3 - H; R4 . Bu; X - OH; Y - NH2) 
and heating at 160. degree, gave 4.3 parts I (Rl - RS - Q where R6 - H, R7 
. Bu; Z - O, R3 • R3 - Hi R4 • Bu; X - OH; Y > NH3) (II), whose acetone 
soln. wae blue. Tha dichroic ratioa and aolubilitiea (at 30. degree.) of 
11% II with ZLI-1565 (Merck), B-8 (BDH) and ZLZ-1B40 (Merck) were 10. S 



and 



5.4%, 10.9 and 5.8%, and 11.2 and 5.0%, reap. 
108S77-94-3P 108578-a5-3P 108578-39-8P 
10857e-SS-8P 

RL: IMF (Industrial manufacture) ; PREP (Preparation) 

(prepn. of, as dye for liq. crystal display elements) 
108577-94-3 CAPLUS 

Benzeneacetic acid, 4,4' - [ [4-amlno-e- [ (4- (ethoxycarbonyl) phenyl] amino] - 



ANSWER 16 OF 30 CAPLUS COPYRIGHT 3003 ACS (Continued) L4 ANSWER 16 OP 20 CAPLUS COPYRIGHT 2003 ACS (Continued) 

9,10-dihydro-l,5-dihydroxy-9,10-dioxo-3,6'anthracenadiyl]bi8(o}ty)]bis-, 

dibutyl ester (9CI) (CA INDEX NAME) pj^S ^ 




CHa— C-OBu-n 



108578-25-2 CAPLUS 
Benzenepropanoic acid, 
- [ [4 - 1 [4 - (heptyloxy) phenyl J amino) -9, lO-dihydro- 
1, 5-dihydroxy-9, 10-dioxo-2,6-anthrBCenediyl)bis (oxy) Jbia- 
(9CI) (CA INDEX NAME) 



dibutyl ester 



— CHa-C-OBu-n 

BN 108578-39-8 CAPLUS 

CN Benzenebutanoic acid, 4,4' - [ [4-ainino-5- [ (4-dodecylphenyl)amino] -9, 10- 
dihydro-1, 8 -dihydroxy-9, lO-dioxo-3, 7-anthracenediyl] bis (oxy) ] bis- , 
dipropyl eater (9CI) (CA INDEX NAME) 




t XT 




n - Buo- o- CHa- CHa 



t XT 




OH o cm 



Habte 



6/23/2003 



10/082,022 



Page 19 



L4 ANSWER IS OP 20 CAPLUS COPYRXOHT 3003 ACS < Continued) 

PAGE 1-B 



L4 ANSWER 16 OP 30 CAPLUS OOPyRXGHT 3003 ACS (Continued) 

.PAGE I -I 



RN 108578-55-8 CAPLUS 

CH Benzenebucanoie acid, 4,4 ' - ( [4- { (4- <heptyloxy)phenyl] amino] -9, 10-dihydro- 
l, 8-dihydroxy-9, 10-dioxo-3.7-anthracenediyl]bis(oxy) ) bis- , dioctyl eater 
(9CI) (OA INDEX NAMBI 



• (CHa)3-c-o- (CHa)7-Me 



Me- (CHa)6-p 



I XX 

Me-(CH2)7-0-C- (CHa)3 




cm O OH 
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DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) 1 

Pearce. 

CORPORATE SOURCE: 
SOURCE; 



DOCUMENT TYPE: 
LANGUAGE: 



0=0- 



CAPLUS COPYRIGHT 2003 ACS 
1967:131516 CAPLUS 
106:131516 

A thyronimetic that decreaaea plaaina choleaterol 
levela without increaaing cardiac activity 
Underwood, A. H.; Emnett, J. C. : Ellia, j Plynn, S. 
B.: Leeson, P. D. ; Benson, G. M. ; Hovelli. R-; 

N. J.; Shah. V. p. 

Smith Kline and Prench Res. Ltd., 

Welwyn/Hertfordahire, AL6 9AR, UK 

Nature (London, United Kingdom) (1986), 334(6096), 

43S-9 

COOEN: NATUAS: ISSN: 0038-0836 

Journal 

Engl i ah 
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RN 105170-31-8 CAPLUS 

CN L-Tyroaine, O- (4-hydroxy-3- [ (4 -hydroxyphenyl) methyl) phenyl] -3,S-diiodo- 
(9CI) (CA INDEX NAME) 

Abaolute atereochemiatry. 




AB A new class of chyromimetics (agents that mimic the ability of the 
thyroid 

hormone T3 (6893-02-3] to decrease plasma cholesterol levela) is 
described. The roost potent of these SKF L94 901 (I) [105211-23 -2] (as 
detd. by the induction of mitochondrial cytochrooe c 3-phosphogIycerate 
bxldoreductaae. [9001-49-4] in heart and liver of hypothyroid rata) was 

aa 

active as T3 at reducing cholesterol levels and at stimulating liver 
function but had .apprx.o.l% the activity of T3 on heart function 
hypothyroid rats and rats with normal thyroid function, I waa alsi 
to be a potent hypocholesterolemic agent with only a small effect on 
metabolic rate (detd. by whole body O conaumption) . The affinities of 

the 

thyromlmetics Cor the thyroid hormone receptor of isolated heart and 

liver 

nuclei were detd., and the relationship between receptor affinity and 
structure is discussed. 
IT 72469-00-3 105170-31-8 

RL: BIOL (Biological study) 

(aa thyromimetic, hypocholesterolemic activity of and heart and liver 
functions response to, thyroid hormone receptor binding in relation 

to) 

RN 73469-00-3 CAPLUS 

CN L-Tyroaine, O- [4-hydroxy-3- (phenylmethyl)phenyl] -3,5-diiodo- (9CI} (CA 
INDEX NAME) 

Absolute stereochemistry. 
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PATENT HO. K 



CAPLUS 



1986:609386 
105:209386 

Thyronlnea and thyronine analogs 
Leeson, Paul David; Bmmettf John Colin 
Anthony Hubert; Sllia. David 
Smith Kline and French Laboratorieo Ltd., UK 
Eur. Pat. Appl., 59 pp. 
CODBN: BPXXDH 
Patent 
English 



APPLICATION NO. DATS 



Underwood, 



EP 1B8351 
EP 188351 
EP 188351 



AT. BE, CH, DB 



AU B653319 
AU 577917 
AT 615B1 
CA 1319148 
US 4766131 
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OK 164592 
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CHRSrS r3 



AB Acids and derivs. I (Rl - 3-amino-3-carboxyethyl, C03H, carbalkoxy, 

carbamoyl, carboxy- , carbalkpxy-. or carbamoylalkyl , etc.; R2 and R3 - H, 
halo, alkyl, N02, NH2; 21-0, S, CH2 ; R4 - OH. alkoxy, OCH2Ph. etc.; R5 

H. alkyl; R6 - 4-HOC6H4. 5-hydroxy-3 -pyridyl , 6 -oxo- 3 < IH) -pyridyl , 
6-OXO-3 (IH) -pyridazinyl] were prepd., and they exhibited 

anticholeateremic 

activity in rata. A 3, S-dibromotyroaine deriv. was etherified by a 
diaryllodonium perchlorate deriv. to give, after deprotection, I [Rl - 
CH3CH(NH3)C03H, R3 * R3 ■ Br, Zl * O, R4 • HO, RS « H. R6 - 
6-OXO-3 (IH) -pyridyl] . 

IT 105170-33-OP 105170-4X-OP 10S170-46-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. end deprotection of) 

RN 105170-33-0 CAPLUS 

CN L-Tyrosine, 3, 5-diiodo-O- (4-inethoxy-3- ( (4-inethoxyphenyl)inethyl]phenyl) -N- 
(trifluoroacetyl) methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RH 105170-41-0 CAPLUS 

CN L-Phenylalanine, 3 , 5-diiodo-4 - I (4 -methoxy-3 - 1 (4 - 

methoxyphenyDmethyl] phenyl) thiol -N- (trifluoroacetyl) - , ethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 105170-46-5 CAPUJS 
CN L-Tyrosine, 

O- [4-hydroxy-3- tl- (4 -hydroxyphenyl) ethyl] phenyl] -3, 5-diiodo-N- 
(trifluoroacetyl)-. ethyl ester (9CI) (CA INDEX HAMS) 

Absolute stereochemistry. 




IT 10S170-31-8P 10S170-36-3P 105170-43-lP 
10S170-47-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of. as anticholeateremic) 
RN 105170-31-8 CAPLUS 

CH L-Tyrosine, O- (4 -hydroxy-3- [(4 -hydroxyphenyl) methyl] phenyl] -3,S-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 105170-36-3 CAPLUS 
CN L- Phenylalanine, 

4- I (4-hydroxy-3- [ (4-hydroxyphenyl}methyl) phenyl] thio] -3, 5- 
diiodo- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tyrosine, 0- (4-hydroxy-3- [l- (4-hydroxyphenyl)ethyl]phenyl) -3, 5-diiodo- 



(9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 105170-47-6 CAPLUS 

CN L-Tyrosine, N-acetyl-O- (4-hydroxy-3 - ( (4 -hydroxyphenyl) methyl] phenyl] -3,5- 



diiodo- (SCI) (CA INDEX NAME) 
Abaolute stereochemistry. 
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CAPLUS COPYRIGHT 3003 ACS 
1983:466791 CAPLUS 
97:66791 

Chemical structure-biological activity study of the 
thyroxine binding site of human prealbumin 
Simon, Z.; Chiriac. A.; Chiriac. veronica 
Discipl. Biofis.. mat. Had.. Timieoara, Rom. 
Timiaoara Medicala (1981), 36(3), 36-8 
CODENi TZMEBY; ISSN: 0493-3079 
Journal 
Romanian 
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..•NH2 
^COaH 



. AB The T4 (I) [51-4B-9] receptor of human prealbumin was studied by the MTD 

method (Balaban. A. T., at al., 19S0) baaod on binding data for 37 T4 i 
deriva. (Andrea, T. A., atal., 1980). Kin. steric differences ware 
calcd. by a variant which allowed for dif f erentation between atoms of the 
2nd, 3rd, or higher periods. The structure activity relation with MTD 

and 

an indicator variant for the presence of an NH3+ group gave the values of 
correlation coeff. r - 0.9S and std. deviation S - 0.71 kcal/mol. These 
values were in agreement with those obtained by the more complex method 

of 

G. M. Crippen (1980). 
IT 73469-00-2 

RL: PROC (Process) 

(prealbumin binding of, in human, structure in relation to) 
RN 73469-00-3 CAPLUS 

CN L-Tyrosine, O- {4 -hydroxy- 3- (phenylmethyl) phenyl] -3. S-diiodo- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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1980:52416 CAPLUS 
92:53416 

Binding of thyroid hormones and analogs to the human 
plasma protein prealbumin 

Andrea, TariqA.; Cavalieri, Ralph R. ; Goldfine. Irs 
D.; Jorgensen, Eugene C. 

Sch. Pharm., Univ. California, San Francisco, CA. 
94143, USA 

Biochemistry (1980), 19(1), SS-63 
CODEN: BICHAW; ISSN: 0006-2960 
Journal 
English 
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IT 72469-00-3 

RL: PROC (Process) 

(prealbumin binding of, structure in relation to) 

RN 73469-00-2 CAPLUS 

CN L-Tyro8ine, O- (4-hydroxy-3- (phenylmethyl)phenyll -3, 5-diiodo- (9CI) (CA 

INDEX NAME) 
Absolute stereochemistry. 




AB The relative binding affinities to the human plasma protein prealbumin of 
the thyroid hormones, L-thyroxine (1) 151-48-91 and L-3,3',5- 
triiodothyronine (II) 16893-02-3], and of 37 close structural analogs 
were measured by equil. dialysis. Anal, of the contributions of 
substituents to binding showed that all 4 iodine atoms contribute 
favorably. Addn. of an iodine atom to an analog contribute more 

favorably 

in the outer ring than in the inner ring. Halogen eubotituents in the 3, 
S, and 3' positions contributed more to binding than did alKyl groups 



with 



the same hydrophobic character in the same positions. This suggests a 

H-bonding and (or) charge transfer interaction between the halogen and the 
protein. An electrostatic interaction between the carboxylate ion of the 
hormone side chain and the ammonium ion of lysine- 15 accounts Cor the 
obsd. order in affinities: tetraprop [39846-93-0] > <I and D-thyroxine 
(51-49-0]) > chyroxamine (3571-49-1). I bound with higher affinity than 
did D-thyroxine due to an interplay of electrostatic and steric forces 
involving the lysine-15, leucine-17, and valine-131 residues. The 
relative contributions of various structural features of the hormones in 
binding to prealbumin, I -binding globulin, and rat liver nuclear receptor 
were cocqiared. Strong similarities were obsd. in the features of the 3 
and 5 positions and in the side chains in contributing binding affinity 

prealbumin and to the receptor. Binding to I -binding globulin and to 
prealbumin was influenced favorably by the same 3' and 5' substituents. 
In contrast, binding to the nuclear receptor was enhanced by 3' alkyl and 
halogen subscituanta but waa decreased by S* substitution. 
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=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 91.14 239.90 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUIJTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -13.02 -13.02 
STN INTERNATIONAL LOGOFF AT 15:34:03 ON 25 JUN 2003 
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=> 

Uploading 10082022. str 

LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 





Gl 0,S,N,CH2,CH,CB2,S02,NH 
G2 0,S 

G3 0,N 

G4 C,S,N,CH,CF2,Ak 

G5 Et, n-Pr, i-Pr ,n-Bu, i-Bu, s-Bu,t-Bu, lyfe 

G6 H,Me^ Et, n-Pr, i-Pr,n-Bu, i-Bu, s-Bu, t-Bu^Tsjc^x 

G7 H,CN,X,Cb,Ak,CH2,CH,CF2,CF3 " • - ' / f/l.-^^' '' 

"g8 'H,Ak 

Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 09:37:43 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 8232 TO ITERATE 

12.1% PROCESSED 1000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH ** COMPLETE** 

159205 TO 170075 
0 TO 0 



L2 



0 SEA SSS SAM LI 



0 ANSWERS 



=> s 11 SSS full 
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FULL SEARCH INITIATED 09:37:53 FILE 'REGISTRY* ♦ . 

FULL SCREEN SEARCH COMPLETED - 164456 TO ITERATE 

100.0% PROCESSED 164456 ITERATIONS 62 ANSWERS 

SEARCH TIME: 00.00.06 



L3 



62 SEA SSS FUL LI 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
148.55 



TOTAL 
SESSION 
148.76 



FILE 'CAPLUS' ENTERED AT 09:38:04 ON 25 JUN 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 25 Jun 2003 VOL 138 ISS 26 
FILE LAST UPDATED: 24 Jun 2003 (20030624/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s 13 

L4 15 L3 

=> d ibib abs hitstr tot 
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2003:173S$4 CAPLUS 
138:221353 .- • **" . 

Preparation of aryloxyphenols as thyroid raceptor 
antagonists for the treatment of cardiac and oetabolic 
disorders 

Halm, Johan; Brandt, Peter f Edvinsson, Karin; Koehler, 

Konrad; Sanin. Andrei; Gordon, Sandra 

Karo Bio AB, Sved. 

PCT Int. Appl., 42 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



APPLICATION NO. DATE 



2003018515 


A2 


20030306 




WO 2002-EP9120 


20020B13 






V: AE, 


AG, 


AL, 


AM, 


AT, 


AUr"AZ, 


BA, 


BB, 


EG, 


BR, 


BY, 


BZ. 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


0£, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB. 


GD, 


GE, 


GH, 


GM. 


HR, 
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OH, 


PH. 
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SO, 
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TJ. 
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TR, 
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TZ. 
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uz. 


VN, 


YU, 
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ZM, 


Ztf, 


AM, 
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BY, 


KG, 


KZ, 


MD, 


RU, 


TJ. 


TM 






























RW: GH, 


GM, 


KE, 


LS, 


MW, 


M2, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


2W, 


AT, 


BE, 


BG, 


CH, 


CY. 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT,. 


LU, 
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NL, 


PT, 


SE, 


SK, 


TR, 


BF, 


BO. 


CF, 


CG, 


CI, 


CM, 


GA, 


GN. 


GQ, 


Gtf, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG. 
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GB 2001-20691 
GB 2002-7719 
HARPAT 138:221353- 



A 20010824 
A 20020403 
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r2 





Title compds. I [Rl - carboxy, ester, 
Cl. I, Br, alkyl, haloalkyl, alkenyl, 
alkynyl, etc.; X - CH2CH2, CH2CH2CH2, 
cycloalkyl, etc.? n - 0-2] are prepd. 



.alpha. -hydroxycarboxy, etc.; R2-3 - 
etc.; R4 *• halo, alkyl, alkenyl, 
CH-CH, etc; R5 - (heteco) aryl, 
For instance. Me 



3, 5-dibcoiao-4- (3-isopropyl-4-inethoxyphenoxy) benzoate ia nitrated {PhH, 
HN03), reduced (BtOH, Na2S204) and converted to Me 3, 5-dibromo-4- (3-iodo-5- 
i3opropyl-4-methoicyphenoxy)benzoate (MeOH, HCl, KI). This intermediate 
was sapond. (EtOH, KOH) , demethylated (CH2C12, BF3.bijl.SMe2) and coupled 
to styrene (DMF, Et3N, Me3NCH2PhCl, tris (dibenzylideneacetone) dipalladium) 
to give II. The compds. of the invention exhibit binding affinities to 
the ThR. alpha, receptor in the range of 10 to 500 nM. ■ I are useful in the 
treatment of cardiac and metabolic disorders, such as cardiac arrhythmias, 
thyrotoKlcosis, subclin. hyperthyroidism and liver diseases. 

500794- 84-3P S00794-9S-6?, (E) -3-{3, 5-0ibromo-4-(3-[2-(4- 
( (dimethylamino) methyl) phenyl) ethenyl] -4-hydroxy-5- 

i s op ropy Iphenoxy] phenyl] propionic acid 500794-97-8P, 

(E) -4- [2- (5- [2, 6-Dibromo-4- ( 2-carboxyethyl) phenoxyl -2-hydroxy-3- 

isopropylphenyl] ethenyl] benzoic acid 500795-00-6P, 

3- [3, 5-Dibromo-4- (4-hydroxy-3-i3opropyl-5- (phenethyl) phenoxy) phenyl] propio 
nic acid 500795-02-8P, (E) -3- [3, 5-Dibromo-4- t4-hydroxy-3- 
isopropyl-S- (2-phenylethenyl) phenoxy) phenyl] -2-hydroxypropionic acid 

500795- 11-9P, 3- [3, 5-Dibromo-4- ( 4-hydroxy-3-isopropyl-5- 
(phenethyl) phenoxy) phenyl] -2-hydroxypropionic acid 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(aryloxyphenols as thyroid receptor antagonists for treatment of 
cardiac and metabolic disorders) 
500794-84-3 CAPLUS 

Benzenepropanoic acid, 3, 5-dibromo-4-[4-hydroxy-3-(l-methylethyl) -5-t ('lE)- 
2-phenylethenyl] phenoxy]- (9CI) (CA INDEX NAME) 



L4 ANSWER 1 OF IS CAPLUS COPYRIGHT 2003 ACS (Continued) 
Double bond geometry as shown. 




i-Pr 



RN 500794-95-6 CAPLUS 

CN Benzenepropanoic acid, 3, 5-dibromo-4- [3- [ (IE) -2- [4- 

( (dimethylamino) methyl] phenyl] ethenyl] -4-hydroxy-5- (1-methylethyl) phenoxy] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




i-Pr 



RN 500794-97-8 CAPLUS 

CN Benzenepropanoic acid, 3,5-dibroao-4-{3- [ (lE)-2- (4-carboayphenyl) ethenyl] - 
4-hydroxy-5- (l-methylethyl)pheno«y]- (9CI) (CA INDEX NAME) 

Double bond geometry as shovn. 




i-Pr 



RN 500795-00-6 CAPLUS 

CM Benzenepropanoic acid, 3,5-dibromo-4-[4-hydro>iy-3- (1-methylethyl) -5- (2- 
phenylethyl) phenoxy]- (9CI)- (CA INDEX NAME) 



L4 ANSWER 1 OF 15 CAPLUS COPYRIGHT 2003 ACS (Continued) 



Br 




RN 500795-02-8 CAPLUS 

CN Benzenepropanoic acid, 3, 5-dibromo- . alpha. -hydroxy-4- [4 -hydroxy-3- ( 1- 
methylethyl) -5-( (IE) -2-phenylethenyl] phenoxy]- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Br 




1-Pr 



RN 500795-11-9 CAPLUS 

CN Benzenepropanoic acid, 3, 5-dibromo- . alpha, -hydcoxy-4- (4-hydroxy-3- (1- 
methylethyl) -5- (2-phenylethyl) phenoxy]- (9CI) (CA INDEX NAME) 



Br 




i-Pr 



IT 500795-01-7P, Methyl (E) -3- [3 , 5-dibromo-4- [4-hydrosy-3-isopropyl-5- 
(2-phenylethenyl) phenoxy] phenyl] propionate 500795-08-4P, Methyl 
(E) -3- (3, 5-dibromo-4- [4-hydroxy-3-isopropyl-5- (2- 
phenylethenyl) phenoxy] phenyl] -2-hydroxypropionate S00795-12-0P, 
Methyl 3- [3, 5-dibromo-4- (4-hydroxy-3-isopropyl-5- 
(phenethyl) phenoxy) phenyl] -2-hydroiiypropionate 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(aryloxyphenols as thyroid receptor antagonists for treatment of 
cardiac and metabolic disorders) 
RN 500795-01-7 CAPLUS 

CN Benzenepropanoic acid, 3, 5-dibromo-4- [4-hydroxy-3- (1-methylethyl) -5- 1 (IE) ■ 
2 -phenylethenylj phenoxy]-, methyl ester (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 5OO79S-08'4 CAPLUS 

CN Benzenepropanolc acid, 3,S-dibrono-.alpha.-hydroxy-4-[4-hydro]iy-3-(l.- 
methylethyl)-5-{ (IE) -2-phenylethenyl]phenoicy]-, methyl ester (9C1) (CA 
INDEX NAME) 

Double bond geometry as shovn. 




RN S00795-12-0 CAPLUS 

CN Benzeneprc^anolc acid, 3, 5-dibronio-.alpha.-hydroxy-4-[4-hydroKy-3- (l- 
raethylethyl) -5- (2-phenylethyl)phenoxyl -, methyl ester (9C1) (CA INDEX 
NAME) 




11 OH O 

" I li 

CH2-CH-C-0Me 
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TITLE: 

AUTHOR (S) : 
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PUBLISHER: 



DOCUMENT TYPE: 
LANGUAGE: 



CAPLUS COPYRIGHT 2003 ACS 
2002:721656 CAPLUS 
138:280956 

A thyroid hormone antagonist that inhibits thyroid 
hormone action in vivo 

Lim, Wayland? Nguyen, Ngoc-Ha; Yang, Ha Yung.- Scanlan, 
Thomas S.; Furlw, j. David 

Sect. Neurobiol., Physiol, Behavior, University of 
California, Davis, CA, 95616-8519, USA 
Journal of Biological Chemistry (2002). 277(38), 

35664-35670 

CODEN: JBCHA3> ISSN: 0021-9258 
American Society for Biochemistry and Molecular 
Biology 
Journal 

English 

We have characterized the newly developed thyroid hormone antagonist NH-3 
in both cell culture and in vivo model systems. NH-3 binds Xenopus laevis 
thyroid hormone receptors directly in vitro and induces a conformation 
distinct from agonist-bound receptors. Transcriptional activation of a 
'thyroid hormone response element-contg. reporter gene is strongly 
inhibited by NH-3 in a dose -dependent manner. In addn., NH-3 prevents X. 
laevis thyroid hormone receptors from binding to the pl60 family of 
co-activators CRIP-1 and SRC-1 in a two-hybrid assay. To assess the 
potency of the compd. in vivo, we used induced and spontaneous X. laevis 
tadpole metamorphosis, a thyroid hormone-dependent developmental process. 
NH-3 inhibits thyroid hormone-induced morphol. changes in a dose-dependent 
manner and inhibits the up- regulation of endogenous thyroid 
hormone-responsive genes. Spontaneous metamorphosis is efficiently and 
reversibly arrested by NH-3 with at least the same effectiveness as the 
thyroid hormone synthesis inhibitor methimazole. Therefore, NH-3 is the 
first thyroid hormone antagonist to demonstrate potent inhibition of 
thyroid hormone action in both cell culture- and whole animal-based 
assays. 
447415-26-1 

RL: BSU (Biological study, unclassified); DMA (Drug mechanism of action): 
PAC (Pharmacological activity); BIOL (Biological study) 

(thyroid hormone antagonist that inhibits thyroid hormone action in 

vivo) 

447415-26-1 CAPLUS 

Acetic acid, t4-[ [4-hydro8y-3- (l-methylethyl) -5-[ (4- 

nitrophenyl) ethynyl] phenyl] methyl] -3, 5-dimethylphenoicy] - (9CI) (CA INDBC 
NAME) 



O ^ He 1 
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2002:716241 CAPLUS 
137:232450 

Preparation of biphenyl derivatives as thyroid hormone 
analogs 

Haning, Helmut; Weltering, Michael; Schmidt, Gunter; 

Faeste, Christiane; Bischoff, Hilmar; Kretschmer, 

Axel; Voehringer, Verena; Ellinghaus, Peter- - 

Bayer Aktiengeaellschaf t, Germany '1 

PCT Int. Appl., 95 pp. :' 

CODEN: PIXXD2 " • . - ' " 

Patent 

German 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2002072S39 Al 20020919 

W: AE, AG, AL, AM, AT, AU, 

CO, CR, CU, CZ, DE, DK, 

GM, HR, HU, ID, IL, IN, 

LS, LT, LU, LV, MA, MD, 

PL, PT, RO, RU, SD, SE, 

UA, UG, US, UZ, VN, YU, 
TJ, TM 

RW: GH, GM, KE, LS, MV, MZ, 

CY, DE, DK, ES, FI , FR, 

BF, BJ, CF, CG, CI, CM, 

DE 10130835 Al 20020919 

US 2003105078 Al 20030605 
PRIORITY APPLN. INFO. : 



WO 2002-EP2065 

AZ, BA, BB, BG, BR, BY, 

DM, DZ, EC, EE, ES, FI, 

IS, JP, KE, KG, KP, KR, 

MG, MK, MN, MW, MX, MZ, 

SG, SI, SK, SL, TJ, TM, 

Zfi, ZM. ZV, AM, AZ, BY, 



OTHER SOURCE (S): 



SD, SL, SZ, TZ, UG, ZM, 
GB, GR, IE, IT, LU, MC, 
GA, GN, GQ, GW, ML, MR, 
DE 2001-10130835 
US 2002-82022 
DE 2001-10111651 A 
OE 2001-10130835 A 
HARPAT 137:232450 



20020227 

BZ, CA, CH, CN, 

GB, GD, GE, GH, 

KZ, LC, LK, LR, 

NO, NZ, OM, PH, 

TN, TR, TT, TZ, 

KG, KZ, MD, RU, 

ZW, AT, BE, CH, 
NL, PT, SE, TR, 
NE, SN, TD, TG 

20010627 

20020226 

20010312 

20010627 



r3 




Title compds. [I; X = 0, S, S02, CH2, CHF, CF2, NR8; R8 = H, alkyl: Rl, R2 
« H, alkyl; R3, R4 = H, halo, cyano, alkyl, CF3, CHF2, CH2F, vinyl, 
cycloalkyl; R5 = H, alkyl, halo; R6 - SR9, S(O)nR10, NR11C(0)R12, CH2, 
etc.; R9 • alkyl, cycloalkyl, alkenyl, aryl, arylmethyl, etc.; n - 1, 2i 
RIO - ORIS, NR16R17, alkyl, cycloalkyl, etc.; R15 " H, Ph, benzyl, alkyl, 
etc.; R16. R17 = H, (branched) (substituted) alkyl, etc; Rll - H, 
(branched) (substituted) alkyl, etc.; R12 =• (branched) (substituted) 
alkyl, etc.; R7 = H, alkyl, alkanoyl; Z - YiiMCOR36; Y - Oi S; m - 0, 1; W 
- (substituted) alkylene; R36 = OR37, NR38R39: R37-R39 - H, Ph, benzyl, 
alkyl, etc.), were prepd. as thyroid hormone analogs (no data). Thus, Et 
t4-(4-[benzyloxy] -3-( (4-f luorophenyl) sulfonyl] benzyl) -3,5- 
dimethylphenoxy] acetate (prepn. given) in EtOH was hydrogenated in the 
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presence of Pd/activated C for 2 h at room temp, and 1013 mbar to give 86% 
Et (4- (3-{ (4-f luorophenyl)3ulfonyl) -4-hydroxybenzyl) -3, 5- 
■ dimethylphenoxyj acetate which was aapond. with 1 N NaOH in EtOH to give 
90% [4- (3-f (4-f luorophenyl)3iilfonyl] -4-hydrQxybenzyl) -3,5- 
diiaethyiphenoxy]acetic acid. The conpds. I are esp. suitable for use in 
any indications that may bo treated with natural thyroid hornones such as 
depression or thyroid tumor. The inventive compds. I are preferably used 
to treat arteriosclerosis, hypercholesterolemia, dyslipidetrda as well as 
obesity. 

IT 45M31-01-7P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) i BIOL (Biological study) i PREP 
(Preparation); RACT (Keactant or reagent)! USES (Uses) 
(prepn. of biphenyl derivs. as thyroid hormone analogs) 

RN 459431-01-7 CAPLUS 

CH Acetic acid, {4- [t3-[ (4-f luorophenyl)sulfonyl]-4-hydroi[yphenylJ methyl) -3,5- 
dimethylphenosy)-. ethyl aster (9CI) (CA INDEX NAME) 




IT 459431-02-8P 459431-03-9P 

RL: PAC (Pharmacological activity)? SPN (Synthetic preparation)! THU 
(Therapeutic use); BIOL (Biological study)! PREP (Preparation); USES 
(Uses) 

(prepn. of biphenyl derivs. as thyroid hormone analogs) 
RN 459431-02-8 CAPLUS 

CN Acetic acid, [4- [ [3- [ (4-f luorophenyl) sulfonyl] -4-hydroxyphenyl]methyll -3,5- 
dimethylphenoxy] - (9CI) (CA INDEX NAME) 




RN 459431-03-9 CAPLUS 

CN Propanoic acid, 2- [4-( [3-[ (4-fluorophenyl) sulfonylj -4- 

hydrosyphenyl] methyl] -3, S-dimethylphenoxy]-2-methyl- (9CI) (CA INDEX 
NAME) 
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He 



IT 45»430-99-OP 459431-00-6P 

RL! RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(prepn. of biphenyl derivs. as thyroid hormone analogs) 
RN 459430-99-0 CAPLUS 

CH Acetic acid, [4-[ [3-n4-fluorophenyl) sulfonyl) -4- 

(phenylmethoKy) phenyl] methyl] -3, 5-dimethylphenoxy]-, ethyl ester (9CI) 
(CA INDEX NAME) 



F 




RN 459431-00-6 CAPLUS 

CN Propanoic acid, 2-(4- [ [3-[ (4-fluorophenyl) sulfonyl) -4- 

(phenylmethoxy) phenyl] methyl] -3, 5-dimethylphenoxy] -2-methyl-, ethyl ester 
(9CI) (CA INDEX NAME) 



F 
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GI 



CAPLUS COPYRIGHT 2003 ACS 
2002:4 57917 CAPLUS 
137:169293 

Rational Design and Synthesis of a Novel Thyroid 
Hormone Antagonist That Blocks Coactivator Recruitment 
Nguyen, Ngoc-Ha; Aprilatti, James V.; Lima, Suzana T. 
Cunha; Webb, Paul; Baxter, John D. ; Scanlan, Thomas 5. 
Program in Chemistry and Chemical Biology, Departments 
of Pharmaceutical Chemistry and Cellular ^and^Hplecular 
Pharmacology, University of California, San Francisco, 
CA, 94143-0446, USA 

Journal of Medicinal Chemistry (2002), 45(15), 
3310-3320 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CASREACr 137:169293 



Me Me 




AB The authors report the design and synthesis of a novel series of 
phenylethyiiyl derivs. I [R ° H, (CH2)4Me, N02, NH2] sharing the 
halogen-free thyronine scaffold of GC-1 (II). I (R = N02) is a T3 
antagonist with negligible TR agonist activity and iirqsroved TR binding 
affinity and potency that allow for further characterization of its obsd. 
activity. Its ability to block TR-coactivator interactions appears to be 
the mechanism for antagonism. It will be a useful Pharmacol, tool for 
further study of T3 signaling and TR function. 

IT 447415-19-2P 447415-22--7P 447415-26-lP 
447415-29-4P 

RL: BSU (Biological study, unclassified) t SPN (Synthetic preparation) ; 
BIOL (Biological study); PREP (Preparation) 

(prepn. of phenylethynyl derivs. of GC-1 as thyroid hormone analogs and 
their binding activity towards thyroid hormone receptors) 
RN 447415-19-2 CAPLUS 

CN Acetic acid, I4-[ [4-hydro«y-3- (1-methylethyl) -5- 

(phenylethynyl)phenyl]met)^l] -3, 5-dimethylphenoxy]- (9CI) (CA INDEX NAME) 



Habte 



6/23/2003 



10/082,022 



Page 8 



L4 ANSVER 4 OF 15 CAPLUS COPYRIGHT 2003 ACS {Continued) 




i-Pr 



RN 447415-22-7 CAPLUS 

CM Acetic acid, (4-( [4-hydroi(y-3- (l-aethylethyl) -5-[ (4- 

pentylphenyDethynyX] phenyl] nwthyl] -3, 5-diiMthy.lph«noKyl- (9CI) (CA INDEX 
NAME) 




(CM2)4-He 



i-Pr 



RN 447415-26-1 CAPLUS 

CN Acetic acid, (4- [ [4-hydcoxy-3- (l-nethylothyl) -5- [ (4- 

nitrophenyDethynyl} phenyl] methyl]- 3, S-dimethylphenoxy]- (9CI) (CA INDEX 
NAHE) 




i-Pt 



RN 447415-29-4 CAPLUS 

CN Acetic acid, (4-{ [3-( (4-aminophenyl) ethynyl] -4-hydroKy-5- (1- 

methylethyl) phenyl] methyl] -3, 5-diiDethylphenoxy]> (9CI) (CA INDEX NAME) 




i-Pc 



IT 446312-33-OP 446312-34-lP 446312-36-3» 



U ANSVER 4 OF 15 CAPLUS COPYRIGHT 2003 ACS (Continued) 
4463i2-37-4P 446312-38-5P 446312-39-6P 
446312-40>9P 

RL: RCT (Reactant)> SPN (Synthetic preparation)! PREP (Preparation)) RACT 
(Reactant or reagent) 

(prepn. of phenylethynyl derivs. of GC-1 as thyroid hornone analogs and 
their binding activity towards thyroid hormone receptors) 
RN 446312-33-0 CAPLUS 

CN Acetic acid, [4-{ [4-(methoxynethoxy) -3- (1-pethylethyl) -5- 

(phenylethynyl) phenyl} methyl} -3, S-dimethylphenoxy) 1,1 -dime thy lethyl 
ester (9CI) (CA INDEX NAHE) 




Ph-CSC 



RN 446312-34-1 CAPLUS 

CN Acetic acid, (4-( {4- (nethoxyraethoxy) -3- (1-nethyiethyl) -5-( (4- 
pentylphenyl) ethynyl] phenyl] nethyl] -3, S-dinechylphenoxy] 
1,1-dimethy lethyl ester (9CI) (CA INDEX NAHE) 




i-Pr 



RN 446312-36-3 CAPLUS 

CN Acetic acid, {4-( [4-hydroxy-3- (1-raethylethyl) -5-t (4- 

pentylphenyl) ethynyl] phenyl] methyl] -3, 5-diinethylphenoxy] -, 
1,1-dimethylethyl ester (9CI) (CA INDEX NAHE) 



0 




i-Pr 
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RN 446312-37-4 CAPLUS 

CN Acetic acid, [4- ( (3- [ (4-aminophenyl) ethynyl] -4- (methoKymethoKy) -5- (1- REFERENCE COUNT: 36 THERE ARE 36 CITED REFERENCES AVAILABLE FOR THIS 

methylethyDphenyl] methyl] -3, S-dimethylphenoxy]-, methyl ester (9CI) (CA RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

INDEX NAHE) 




i-Pr 



RN 446312-38-5 CAPLUS 

CN Acetic acid, {4-[ {4-(methoxymethoxy) -3- (l-methylethyl) -5-[ (4- 

nitrophenyl) ethynyl] phenyl] nethyl] -3, 5-dimethylphenoxy] -, methyl ester 
(9CI) (CA INDSC NAME) 




i-Pr 



RN 446312-39-6 CAPLUS 

CN Acetic acid, [4- { [4-hydroxy-3- (1-methylethyl) -5- ( (4- 

ni t r op he nyl ) e t hy ny 1 ]phenyl)inethylJ-3,5-dimethylphenoxy]-, nethyl ester 
{9CI) (CA INDEX NAME) 



HeO- 




i-Pr 



RN 446312-40-9 CAPLUS 

CN Acetic acid, (4-( [3-[ (4-anu.nophenyl)ethynyl] -4-hydroxy-5- (l- 
nethylethyl)phenyl]methyl] -3, S-dimethylphenoxyJ -, methyl ester (SCI) (CA 
INDEX NAHE] 




i-Fr 
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WO 


2000007972 
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RU. 


TJ, TM 






RW: GH, 


GH, 


KE, LS, 


MW, SO, ! 
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GR, IE, : 




cr. 


CM. 


GA, GN, 


GW, ML, r 


CA 


2339194 




AA 


20000217 


AU 


9951B81 




Al 


20000228 


AU 


753376 




B2 


20021017 


BR 


9912742 




A 


20010S02 


EP 


1102739 




Al 


20010530 


EP 


1102739 




Bl 


20030423 




R: AT, 


BE, 


CH, DE, 


DK. ES, 1 




IE, 


SI, 


LT, LV, 


FI, RO 


SI 


20579 




C 


20011231 


JP 


2002522407 


T2 


20020723 


AT 


238267 




£ 


20030515 


BG 


105214 




A 


20011231 


NO 


2001000610 


A 


20010404 


US 


6492424 




Bl 
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PRIORITY APPLN. 


INFO.: 





2000:117013 CAPLUS 
132:'166010 

Preparation of 4-phenoxyphenylacetic acids as 

glucocorticoid and thyroid horoone receptor iigands 

for the treatoent of netabolic disorders 

Apelqvist, Theresa; Goede. Patrick; Holngren, Erik 

Karo Bio AB, Sved. 

PCT Int. Appl.» S6 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



APPLICATION NO. DATE 



WO 1999-IB1447 
BA, BB, BG, BR, BY, CA, 
GD, GE, GH, GM, HR, HU, 
LC, LK, LR, LS, LT, LU, 
PT, RO, RU, SD, SE, 5G, 
UZ. VN, YU, ZA, ZW, AM, 

SL, SZ, UG, Ztf, AT, BB, 
IT, LU, MC, NL, PT, SE, 
MR, NE, SN, TD, TG 

CA 1999-2339194 
AU 1999-51881 

BR 1999-12742 
EP 1999-936913 



19990804 

CH, CN, CU, C2, 

ID, IL, IN, IS, 

LV, HO, MG, HK, 

SI, SK, SL, TJ, 

AZ, BY, KG, KZ, 

CH, CY, DE, DK, 
BF, BJ, CF, CG, 

19990B04 
19990804 

19990804 
19990804 



OTHER SOURCE (S) : 
GI 



FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

SI 1999-20064 19990804 

JP 2000-563607 19990804 

AT 1999-936913 19990804 

BG 2001-105214 20010202 

NO 2001-610 20010205 

US 2001-744865 20010409 

GB 1998-16935 A 19980805 

WO 1999-IB1447 W 19990804 
HARPAT 132:166010 
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The title conpda. [Ii Rl - alkyl, aryl, C02H. etc.* R2, R3 - H, halo, 
alkyl, etc. (at least one of R2 and R3 being other than hydrogen); X « CO, 
CH2; R4 - alkyl. aryl, heteroarylf R5 - halo, alkyl, cycloalkyl; Y - OH, 
OMe, NH2, alkylaminoj n - 0-4}, useful for treating diseases assocd. with 
metab. dysfunction or which are dependent on the expression of a 
glucocorticoid or thyroid receptor gene (such as diabetes, 
hypercholesterolenia, or obesity) (no data), were prepd. E.g., a 
oulti-step synthesis of ester I (Rl - C02Mei n - 1» R2 - R3 - Br; Y - CHe; 
R4 - Ph; X - COj R5 - iso-PrJ was given. Compds, I are effective at 
0.5-25 mg/kg/day. 
2Se819-48-6P 

RL: BAC (Biological activity or effector, except adverse) > BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use): 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of 4-phenoxyphenylacetic acids as glucocorticoid and thyroid 
hormone receptor ligands for the treatment of metabolic disorders) 
258819-48-6 CAPLUS 

Benzeneacetic acid, 3, 5-dibrorao-4-t4-hydroxy-3- (l-nethylethyl) -5- 
(phenyliiiethyl)phenoxy]- (9CI) (CA INDEX NAME) 




CH2— CO2H 



258820-36-9 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(prepn. of 4-phenoxyphenylacetic acids as glucocorticoid and thyroid 
hormone receptor ligands for the treatment of owtabolic disorders) 

258820-36-9 CAPLUS 

Benzeneacetic acid, 3, 5-dibromo-4-[4-methoxy-3- (1-methylethyl) -5- 
(phenylnethyl)phenoxy]-, methyl ester (9CI) (CA INDEX NAME) 
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PATENT NO. H 



1996:629766 CAPLUS 
125:261263 

Positive-working resists containing 

t-butoxycarbonylmethyloxybenzene dissolution inhibitor 
for suppreissed alkaline impurity 

Vatanabe, Atsushi; Ishihara, Toshinobu; Yagihashi, 
Fujio; Tanaka, Ilaruyorii Kawai, Yoshio; Nakamura, Jiro 
Shinetsu Cheib Ind Co. Japan; Nippon Telegrlph & 
Telephone 

Jpii. Kokai" Tokkyo Kdho, 7 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



APPLICATION NO. DATE 



JP 08194313 
PRIORITY APPLN. INFO.: 
OTHER SOUMKtS): 



A2 19960730 



JP 1995-20958 
JP 1995-20958 
MARPAT 125:261263 



19950113 
19950113 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

lB The pos. resists comprise 3 components of an acid generator, a polymer 
compd., and a dissoln. inhibitor selected from I, 4-bis[bi3 (4-t- 
butoxycarbonylmethylojcyphenyDmethyl] benzene, its deriv. I (Rl-2 - alkyl; 
k = 0-4; 1 » 0-2, k + 1 .ltoreq.4), l,3-bis{4-t- 
butoxycarbonylnethyloxyphenylBiethyl) -4 ,6-bis-t- 
butoxycarbonylmethyloxybenzene, its deriv. II (R - H, alkyl), 
bi3(4-t-butoxycarbonylniethyloxy-2,5-dimethylphenyl)methyl-4-t- 
butoxycarbonylmethyloxybenzene, its deriv. Ill (R - alkyl; ra - 0-4), 
2, 2-bi3 (2,4 -di-t-butoxycarbonylmethyloxyphenyl) propane, its deriv. IV (R4 
= alkyl; m = 0-3), 2, 6-bi3 (2-t-butoxycarbonylmethyloxyphenylinethyl) -1-t- 
butoxycarbonylmethyloxy-4-methylbenzene, and its deriv. V (R » alkyl; n - 
0, 1; m - 0-(4- n) ) - The dissoln. inhibitor suppresses penetration of an 
alk. impurity in the resist film and provides high-resoln. images, 

T 182210-21-3 18221fi-26-B 182261-28-5 

RL; TEH (Technical or engineered material use); USES (Uses) 

(pos. resists contg. t-butoxycarbonylmethyloxybenzene dissoln. 
inhibitor for suppressed alk. impurity) 

«J 182216-21-3 CAPLUS 

31 Acetic acid, 2, 2' - [ ( 4,6-bis(2- (1, 1-dimethylethoxy) -2-oxoethoxy] -1, 3- 
phenyleneJbis(methylene-4, 1-phenyleneoxy) Jbis-, bis(l, l-dimethylethyl) 
ester (9CI) (CA INDEX NAME) 
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t-BuO-C-CH2— I 




t-BuO-C— 



~CH2— CH.J- 
~CH2-0- CH2-C-0Bu-t 



RN 182216-26-8 CAPLUS Vv 

CN Acetic acid, 2. 2' - 1 (4 , 6-bi3 [2- (1, l^^dimethylethoxy) -2-OKoethoxy) -5-methyl- 
1, 3-phenylene)bis (inethylene-4, 1-phenyleneoxy) Ibis-, bis (1, 1-dimethylethyl) 
ester (9CI) (CA INDEX NAME) 



t-BuO-C-CH2-0. 



0-CH2-C-OBu-t 



II AJv. II- 

t-BuO-C CH2-0 J O CH2-C-0Bu-t 

Me 

RN 192261-28-5 CAPLUS 

CN Acetic acid, 2, 2' - 1 [4- (2- (1, l-dimethylethoxy) -2-oxoethoxy] -1, 3- 
phenylene] bis (methylene (2, 5-dimethyl~4 , 1-phenylene) oxy] ] bis-, 
bis (1, 1-dimethylethyl) ester (9CI) (CA INDEX NAME) 



t-Bu0-C-CH2-0. 



, ^ M( 



Me 



0-CH2-C-0Bu-t 



0-CH2-C-0Bu-t 
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1996:628050 CAPLUS 
125:261266 - . 

1,3-Bis (4-tert-butoxycarbonylmethyloxyphenylmethyl)- 
4, 6'bis-tert-butoxycarbonylraethyloxyfoenzen« darivative 
foe dissolution inhibitor of thcee-coiaponant resist 
Vatanabe, Atsushii Ishihara, Toshinobut Yagihashi, 
Fujio 

Shinetsu Ch«n Ind Co, Japan 

Jpn. Kokai Tokkyo Xoho, 4 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

I 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



JP 08193053 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S): 



A2 19960730 



JP 1995-20954 
JP 1995-20954 
HARPAT 125:261266 



19950113 
19950113 



^Bu02CCH20 



-OCH2CO:^ BU 



— OCH2C02^Bu 
_^ I 
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t-BuO-C-CH2- 



II 

t-BuO-C- 



0-CH2-C-0Bu-t 



-CH2-O-0Bu-t 



RN 182216-26-8 CAPLUS 

CN Acetic acid, 2, 2' - [ [4, 6-bi3 [2- (1, l-dimethylothoxy) -2-oKoothoxyl -5-methyl- 
1,3-phenylene] bis (niethylene-4,l-phenylenoojty) Ibis-, bis(l, l-dinethylethyl) 
ester {9CI) (CA INDEX NAME) 



t-Bu0-C-CH2- 



-c cH2-o^ y ^0 — 



-a: 



0-CH2~C-OBU-t 



-CH2-C-0Bu-t 



AB The deriv. is I (R - H, alkyl) . The deriv. shows good soly. tovatd 

tnacrotnol. compd. in a three-component pos. -working resist, and is useful 
for disaoln. inhibitor of the resist. 

IT ia221S-21-3P ie221«-26-BP 

RL: PNU (Preparation, unclassified); TEM (Technical or engineered material 
usejf PREP (Preparation); USES (Uses) 

(prepn. of bis (carbonylmethylofyphenylroethyl) benzene deriv. for 
dissoln. inhibitor of three-component resist) 
RN 182216-21-3 CAPLUS 

CN Acetic acid, 2, 2' -[ [4,6-bi3(2- (1, l-dinethylethoxy) -2-oxoethoxyl -1,3- 
phenyXenel bis (raethylene-4, 1-phenyleneoxy) ] bis-, bis (1 , l-dimethylethyl) 
ester (9CI) (CA INDEX NAME) 
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DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CAPLUS COPYRIGHT 2003 ACS 
1994:450249 CAPLUS 
121:50249 

Computer-assisted molecular modeling of benzodiazepine 
■ and thyromimetic inhibitors of the HepG2 iodothyronine 
membrane transporter 

Kragie, Laura; Forrester, Maureen L.; Ccdy, Vivian; 
NcCourt, Mary . t . > 

CORPORATE SOURCE: ^cw. ASFacV-Nafci/Sci. Math.^-^tState^Uniy. New York," Buff alo, 

^. -o.:J:.Ainhers£, NY^ 1'4260, USA^jJ- ~- o.'j'i-i 
SOURCE: Molecular Endocrinology (IMO'r 8 (3) » 382-91 

CODEN: MOENEN; ISSN: 0888-8809 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB T3 cellular uptake is inhibited in the presence of benzodiazepines (BZs) . 
The structure-activity relationship of BZ inhibition correlates strongly 
with halogen substitution of the nonfused Ph ring and indicates that this 
ring is required for activity. A structure -activity series of 
thyromimetic (TH) inhibitors of the HepG2 iodothyronine transporter 
further point out the crit. importance of the amino group of the alanine 
side chain, its L-stereo configuration, and the size of the substituents 
of the inner and outer Ph rings. A third series of corapds., reported to 
interact at related sites, were inactive as HepG2 iodothyronine transport 
inhibitors, and therefore the potent inhibitors were restricted to the BZ 
and TH compds. Using both of these BZ and TH structure-activity series 
along with confMJter-assisted mol. modeling techniques, the authors detd. 
which chem. structural components were important at the transporter 
interaction site. .By superimposing structures from active chems., 
excluding residues from poor inhibitors, and incorporating mol. 
electropotential data, the authors developed a five-point model of BZ 
conformational similarity to the endogenous transporter ligand, L-T3: the 
alkyl substitution at the Nl of the BZ ring seems to stimulate the alanine 
side chain of T3, and the electroneg. halogen and oxygen atoms of 
substituents at R3/R7/R2VR4 ' of BZ form a pyrimidyl pharmacophore that 
seems to correspond with the 3-1/5-1/3' -1/4 '-OH substituents of T3, resp. 
These points, suggesting a tilted cross-bow formation, may be sites for 
ligand interaction with the iodothyronine transporter. 

IT 105170-31-8, SKF-L 93236 

RL: BIOL (Biological study) 

(triiodothyronine binding by iodothyronine transporter inhibition by, 
structure in relation to) 

RN 105170-31-8 CAPLUS 

CN L-Tyrosine, 0-[4-hydrojcy-3-( (4 -hydroxyphenyl) methyl] phenyl] -3, 5-dllodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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1994:435024 CAPLUS 
121:35024 

Preparation of 4- (3-cyclohexyl-4 -hydroxy 
or-methoxyphenylsulf onyl) -3, 5-dibramophenylacetic 
thyromimetic cholesterol-lowering agents 
tfalker, Keith A.; Labadie. Sharada S.: Kertesz, Denis 

J.; Laughton, Craig V, ^' 

Syntex '(U. S. A. -I nc USA . Hvu- .-^t.';:i-.i--, l 
U.S., l5-pp.-^a^:-o-'-^' • -'^ ^ 'iiC - Vi-.i -.r -^ i-t 

CODEN: USXXAH " ^" J ' IV-'' ' 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 52S4971 
PRIORITY APPLN. INFO.; 
OTHER SOURCE (S): 
GI 



, 19940208 US 1992-914837 

US 1992-914837 
MARPAT 121:35024 



19920716 
19920716 




Title compds. I (Rl - R9CO(CHNR7Ra)m(CH2) n wherein n - 1-3, m - 0, 1, R7. 
R8 = H, Cl'4 alkyl, R9 - HO, Cl-4 alkoxy, R8R7N; R3, R5 - Br, CI, iodo. 
Me; R31 - H, CI, Br, iodo, Cl-4 alkyl, C4-6 cycloalkyl, Cl-4 haloalkyl, 
C4-6 halocycloalkyl, Ar(R10)CH wherein Ar - 5-hydroxypyrid-2-yl, 
6-hydroHypyrid-3-yl, 6-hydroxypyridazin-3-yl, 6-n«thoxypyridazin-3-yt, 
6-hydr0)typyridazin-3-yl N-oxlde, 6-methoxypyrida£ln-3-yl N-onlde, RIO - H 
, Cl-4 alkyli R41 • HO, bloprecursor) and phamaceutically acceptable 
salts thereof, useful as anticholestereraic agents (no data), are prepd. 
S02C12 in CH2C12 was added to Me 3, 5-dibromo-4-mercaptophenylacetate 
(prepn. given) followed by 2- (Me2CH)C6H40Me to give Me 

3,S-dibromo-4-l (3-isopropyl-4-methoxyphenyl) thio) phenylacetate which with 
m-ClC6H4C020H in CH2C12 was reacted for 20 h to give I (Rl - He02CCH2, R3 
- R5 - Br, R31 - Me2CH, R41 > HeO) . Pharmaceutical formulations 
comprising I are given. 
lS57aO-54-4P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of, as anticholestereraic) 
155780-54-4 CAPLUS 

Benzeneacetic acid, 3, 5-dibromo-4-t [4-hydroxy-3-( (4- 
hydroxyphenyl) methyl] phenyl] sulf onyl]- (9CI) (CA INDEX NAME) 



Habte 



6/23/2003 



10/082,022 
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GX 



CAPLUS COPYRIGHT 2003 ACS 
1989:115292 CAPLUS 
110:115292 

Selective thyroninetics. Caediac- spa ring thyroid 
hocmone analogs containing 3*-arylmethyl aubstituents 
Leeson, Paul D.; Emaett, John C. > Shah. Virendra P.; 
Showell, Graham A.j Novelli, Ricardoi Prain, H. 
Oouglasr Benson, Martin G.; Ellis, David? Pearcer 
Nigel J.i Underwood, Anthony H. 

Smith Kline French Res. Ltd., Frythe/Velvyn, AL6 9AR, 
UX 

Journal of Medicinal Chemistry (1989), 32(2), 320-36 

CODEN: JMCMAR: ISSN: 0022-2623 

Journal 

English 

CASREACT 110:115292 



I 




AB Introduction of specific arylmethyl groups at the 3' -position of the 

thyroid hormone 3, 3* , S' -triiodo-L-thyronine (T3), and its Icnovn hormonally 
active derivs., gives liver- selective, cardiac-sparing thyroiaimetics 
(e.g., I, X - 0, S; R - aryl group), with potential utility as plasma 
cholesterol lowering agents. Correlations between in vivo and in vitro 
receptor binding affinities show that liver/heart selectivity does not 
depend on receptor recognition but on penetration or access to receptors 
in vivo. QSAR studies of the binding data of a series of 20 3 '-arylmethyl 
T3 analogs shov that electroneg. groups at the para position increase both 
receptor binding and selectivity in vivo. However, increasing 
3* -aryloethyl hydrophobicity increases receptor binding but reduces 
selectivity. Substitution at ortho and neta positions reduces both 
binding and selectivity. Replacenent of the 3,S-iodo groups by halogen or 
Me maintains selectivity, with 3,5-dibtono analogs in particular having 
increased potency combined with oral bioavailability. Di-Ph thioether 
derivs. also have improved potency but are less orally active. At the 
1 -position, the D enantiomer retains selectivity, but renoval of the 
.alpha. -amino to give a propionic acid results in loss of selective 
thyromimetic activity. 

IT 105170-33-OP 117896-25-OP 117896-26-lP 
117e9S-27-2P 117896-2e-3P 117896-29-4P 
117917-22-3P 117917-23-4P 117917-24-5P 
117917-26-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and demethylation and hydrolysis of) 
RN 105170-33-0 CAPLUS 
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CN L-Tyrosine, 3. 5-diiodo-0-{4-meth0Ky-3-( (4-methoKyphenyl) methyl] phenyl] -N- 
■ (trifluoroacatyl)-, methyl ester {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 117896-25-0 CAPLUS 

CN L-Tyrosine, O- (3- ( (3-fluoro-4-methojfyphenyl) methyl] -4-nethoxyphenylJ -3,5- 
diiodo-N-(trifluoroacetyl)-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 117896-26-1 CAPLUS 

CN L-Tyro3ine, 3, 5-diiodo-0-(4-nethoxy-3-[ (4-methoxy-3- 

methylphenyl) methyl] phenyl] -N-(trlfluoEoacetyl)-, ethyl ester (9Ct) (CA 
INDEX NAME) 

Absolute stereochemistry. 




O 



RN 117896-27-2 CAPLUS 

CN L-Tyro5ine, 3, 5-diiodo-O- (4-inethoxy-3- [ (4-methoxy-3- (1- 

me thy lethyl) phenyl] methyl] phenyl ] -N- (trifluoroacetyl) -, ethyl ester (9CI) 
(CA INDEX NAME) 

Absolute -stereochemistry. 
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i-Pr O 
RN 117B96-28-3 CAPLUS 

CN L-Tyrosine, 3, 5-diiodo-O- [4-methoxy-3- [ (2-methoxyphenyl) methyl] phenyl] -N- 
( trifluoroacetyl)-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 117896-29-4 CAPLUS 

CM L-Tyrosine, 0-13- ( (3-chloro-4-methOKyphenyl) methyl] -4-methoxyphenyl] -3, 5- 
diiodo-N- (trifluoroacetyl)-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CI 0 
RN 117917-22-3 CAPLUS 

CN L-Tyrosine, 0-[3-[ (4-cyanophenyl)methyl]-4-nethoxyphenyl]-3,5-diiodo-N- 
(trif luoroacetyl) -, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Habte 



6/23/2003 



10/082,022 
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RN 117917-23-4 CAPLUS 

CN L-Tyro9ine, 3, 5-diiodo-0-l4-inethoxy-3-I (4-nitrophonyl) methylJphenyll-N- 
Ctrifluoroacetyl) methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 




O 



RN 117917-24-5 CAPLUS 

CN L-Tycosine, 0-[3-[ {4-fluorophenyl) methyl] -4-»ethoKyphenyl] -3, 5-diiodo-N- 
(trifluoroacetyl)-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 117917-26-7 CAPLUS 

CN L-Tycosine, 0- [ 3- ( (4- (acetylamino) phenyl] methyl} -4-methoxyphenyl] -3, 5- 
diiodo-N-(trifluoroacetyl)-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O 



IT 105170-31-OP H7653-10-eP 117653-11-9P 
in«53-12-0P H7653-13-1P 117653-14-2P 
117653-15-3? 117653-16-4P 117653-17-5P 
117S53-18-6P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 
(prepn. and thyroaioetic activity of) 
RN 105170-31-B CAPLUS 

CN L-Tyrosine, o-{4-hydroiiy-3-[ (4-hydroJ(yphenyl) methyl] phenyl] -3, 5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 117653-10-8 CAPLUS 

CN L-Tyro3ine, o- (3- [ (4-cyanophenyl) methyl] -4-hydroxyphenyl] -3, 5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 117653-11-9 CAPLUS 

'CN L-Tyrosine, 0-l3-[ (4-fluorophenyl)methyl] -4-hydroxyphenyll -3,5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
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RN 117653-12-0 CAPLUS 

CN L-Tyrosine, 0-[4-hydroxy-3-( (4-nitrophenyl) methyl] phenyl] -3, 5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




L4 ANSWER 10 OF 15 CAPLUS COPYRIGHT 2003 ACS (Continued) 
CN L-Tyrosine, 0-[3- [ (3-fluoro-4-hydroKyphenyl) methyl] -4-hydroxyphenyll -3, 5- 
diiodo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 117653-16-4 CAPLUS 

CN L-Tyrosine, 0-[3-t (3-chloro-4-hydrOKyphenyl)methylJ-4-hydroByphenyl]-3,5 
diiodo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 117653-13-1 CAPLUS 

CN L-Tyrosine, 0-t3-( (4-aninQphenyi)methyl] -4-hydrojiyphenyl] -3,5-diiodo-, 
dihydrobromide (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Il I 




RN 117653-14-2 CAPLUS 

CN L-Tyrosine, 0-[4-hydrojcy-3-[ (2-hydroxyphenyl)methyll phenyl] -3, 5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 117653-17-5 CAPLUS 

CN L-Tyrosine, 0-I4-hydroiry-3-[ (4-hydroxy-3-methylphenyl)methyllphenyl)-3,5 
diiodo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CO2H 



RN 117653-18-6 CAPLUS 

CN L-Tyrosine, 0-[4-hydraxy-3-[[4-hydroxy-3-(l-methylethyl) phenyl] n 
yl] -3,5-diiodo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 117653-15-3 CAPLUS 

Habte 



6/23/2003 



10/082,022 
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C02H 



IT 72469-00-2 

RL: BAG (Biological activity or effector, except adverse) f BIOL 
(Biological study) 

(thyromimetic activity of) 
RN 72469-00-2 CAPLUS 

CN L-Tyrosine, 0- [4-hydroicy-3- (phenylmethyl) phenyl) -3, 5-diiodo- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




L4 ANSVER 11 OF 15 
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AUTHOR (S): 
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LANGUAGE: 

OTHER 50URCE(S): 



CAPLUS COPYRIGHT 2003 ACS 
1988:39334 CAPLUS 
108:38334 

Thyroid hornone analogs. Synthesis of 3* -substituted 
3, S-diiodo- L- thyronine 3 and quantitative 
structure-activity studies of in vitro and in vivo 
thyromimetic activities in rat liver and heart 
Leeson, Paul D. ; Ellis, David; Emmett, John C. ; Shah, 
Virendra P.; Shovell, Grahan A.; Underwood, Anthony H. 
Smith Kline French Res. Ltd., Fry the/We Iwyn. AL6 9AR, 
UK 

Journal of Medicinal Chemistry (1988), 31(1), 37-54 

CODEN: JMCHAR; ISSN: 0022-2623 

Journal 

English 

CASREACT 108:38334 




Twenty-nine title compds. I (R - CH2:CH2, allyl, Bu, CH2CH2Ph, CH20H, 
etc.) were prepd. by using established methods and by a new route 
involving manipulation of a 3'-forRyl intermediate. In vitro hormone 
receptor binding (to intact nuclei) and in vivo thyromimetic activity 
(induction of mitochondrial 3-phosphoglycerate oxidoreductase, GPDH) ware 
measured in rat liver and heart for these new analogs and for the 18 
previously reported 3' -substituted 3, 5-diiodo-L-thyronine3. Anal, of the 
binding date using theor. conformation and quant, structure-affinity 
methods implies that the 3*-substituent recognition site on the thyroid 
hormone receptor is hydrophobic and limited in depth to the length of the 
natural iodo substituent, but has sufficient width to accommodate a Ph or 
cyclohexyl group. Receptor binding is reduced by approx. 10-fold in 
3'-acyl derivs. which form strong intramol. acceptor hydrogen bonds with 
the adjacent 4'-hydroxyl. The compds. showed no differences in their 
relative affinities for heart and liver nuclei, suggesting that receptors 
in these tissues are similar. However, the relationships between 
thyroainetic activity (induction of GPDH) and nuclear binding showed some 
tissue differences. A high correlation between activity and binding is 
obsd. for full agonists in the heart, but an equally significant 
correlation for the liver data is only seen when 3 '-substituent bulk 
(molar ref ractivity) is included in the anal. These results suggest the 
possibility that differential tissue penetration or access to receptors 
may occur in vivo. 

1H088-02-9P 111088-36-9P 111088-50-7? 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and deblocking of) 
lllOSB-02-9 CAPLUS 
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CN L-Tytosine, N-acetyl-3, 5-diiodo-O- (4-methoxy-3- (phenylmethyl) phenyl] 
ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 111088-36-9 CAPLUS 

CN L- Tyrosine, N-acetyl-O- (3-ben2oyl-4-methoxyphenyl)-3,5-diiodo-, ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 111088-50-7 CAPLUS 

CN L-Tyrosine, 3, 5-diiodo-O- [4-Bethoiiy-3- (2-phenylethyl)phenylJ -N- 
(trifluoroacctyl)-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT H10B7-79-7P 111088-00-7? 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. and thyromimetic activity of) 
RN 111087-79-7 CAPLUS 

CN L-Tyrosine, O- t4-hydroxy-3- (2-phenylethyl) phenyl] -3, 5-diiodo- (9CI) (CA 
INDEX NAME) 



L4 ANSWER 11 OP 15 CAPLUS COPYRIGHT 2003 ACS (Continued) 
Absolute stereochemistry. 




RN 111088-00-7 CAPLUS 

CN L-Tyrosine, O- (3-benzoyl-4-hydrOKyphenyl) -3, 5-diiodo- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




IT 72469-00-2 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(thyromimetic activity of) 
RN 72469-00-2 CAPLUS 

CN L-Tyrosine, O- [4-hydroxy-3- (phenylmethyl) phenyl] -3, 5-diiodo- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Ph 



Habte 



6/23/2003 



10/082,022 
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CAPLUS COPYRIGHT 2003 ACS. 
1987:131516 CAPLUS 
106:131S16 

A thyronimetic that decreases' plasma cholesterol 

levels without increasing cardiac activity 

Underwood, A. H. > Emmett, J. C; Ellis. D. ( Flynn, S. 

B.I Leeson, P. D. > Benson, G. H.; Novelli, R.i Fearce, 

N. J.J Shah, V. P. 

Smith Kline and French Res. Ltd., 

Velwyn/Hertfordshire, AL6 9AR, UX 

Nature (London, United Kingdom) (1986), 324(6096), 

425-9 

CODEN: NATUASt ISSN: 0028-0636 

Journal 

English 




^ .C02H 
"^S— CH2CH:^ 

^NH2 
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H02C 




RM 105170-31-8 CAPLUS 

CN L-Ty rosi ne , O- { 4 - hyd r oxy-3- ( ( 4 -hyd roxyphenyl) me thyl] phe nylj - 3 , 5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




AB A new class of thyrominetics (agents that minic the ability of the thyroid 
hormone T3 [6893-02-3] to decrease plasma cholesterol levels) is 
described. The most potent of these SXF L94901 (I) [10S211-23-2] (as 
detd. by the induction of mitochondrial cytochrome c 3-pho3phoglycerate 
oxidoteductase {9001-49-4) in heart and liver of hypothyroid rats) was as 
active as T3 at reducing cholesterol levels and at stimulating liver 
function but had .apprx.O.1% the activity of T3 on heart function. In 
hypothyroid rats and rats with normal thyroid function, I vas also shovn 
to be a potent hypocholesteroleoic agent with only a small effect on 
metabolic rate (detd. by whole body 0 consumption). The affinities of the 
thyromimetics for the thyroid hormone receptor of isolated heart and liver 
nuclei were detd., and the relationship between receptor affinity and 
structure is discussed. 

IT 72469-00-2 105170-31-9 

BL: BIOL (Biological study) 

(as thyromimetic, hypocholesteroleraic activity of and heart and liver 
functions response to, thyroid hormone receptor binding in relation to) 

RN 72469-00-2 CAPLUS 

CN L-Tyro9ine, O- [4-hydcojiy-3- (phenylnethyl) phenyl] -3, 5-diiodo- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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1986:609386 CAPLUS 
105:209386 

Thyronines and thyronine analogs 

Leeson, Paul David; Emmett, John Colin; Underwood, 
Anthony Hubert; Ellis, David 
Smith Kline and French Laboratories Ltd., UK 
1 Eur. Pat. Appl., 59 pp. . 
.V-v CODEN: EPXXDW • 
DOCUMBNTV;f YPEJ ' * -Patent '•" > - ^ ; \ y . "- . 

LANGUAGE: English ! ' • ' 

FAMILY ACC. NUM. COUNT: 1 
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PATENT NO. 


KIND 


DATE 




APPLICATION NO. 


DATE 


EP 


188351 


A2 


19860723 




EP 


1986-300178 


19860113 


EP 


188351 


A3 


19890315 










EP 


188351 


Bl 


19910313 












R: AT, BE, 


CH, DE 


FR, GB, IT 


LI, LU, NL, SE 




AU 


8652219 


Al 


19860724 




AU 


1986-52219 


19860113 


AU 


577917 


32 


19881006 










AT 


61581 


E 


19910315 




AT 


1986-300178 


19860113 


CA 


1319148 


Al 


19930615 




CA 


1986-499485 


19860113 


US 


4766121 


A 


19880823 




US 


1986-818626 


19860114 


IL 


77605 


Al 


19900209 




IL 


1986-77605 


19860114 


DK 


8600185 


A 


19860719 




DK 


1986-185 


19860115 


DK 


164592 


B 


19920720 










DK 


164 592 


C 


19921207 










ZA 


8600319 


A 


19860827 




ZA 


1986-319 


19860116 


FI 


8600229 


A 


19860719 




FI 


1986-229 


19860117 


NO 


B6001S9 


A 


19860721 




NO 


1986-159 


19860117 


HU 


40401 


A2 


19861228 




HU 


1986-244 


19860117 


HU 


194807 


B 


19880328 










ES 


551005 


Al 


19871101 




ES 


1986-551005 


19860117 


JP 


61167643 


A2 


19860729 




JP 


1986-8800 


19860116 


JP 


07103070 


B4 


19951108 










CN 


86100894 


A 


19860903 




CN 


1986-100894 


19860118 


CN 


1010310 


B 


19901107 










US 


4826876 


A 


19890502 




US 


1987-136240 


19871221 


US 


4910305 


A 


19900320 




US 


1988-168780 


19880316 


US 


5061798 


A 


19911029 




US 


1989-428264 


19891027 


PRIORITY APPLH. INFO. 






GB 


1985-1372 


19850118 










EP 


1986-300178 
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AB Acids and derivs. I [Rl - 2-amino-2-carboxyethyl, C02H, carballcoxy, 

carbamoyl, carboxy-, carbalkoxy-, or carbamoylalkyl, etc.; R2 and R3 ■ H, 
halo, alkyl, N02, NH2; Zl - O, s, CH2; R4 - OH, alkoxy, 0CH2Ph, etc.; R5 = 
H, alkyl; R6 - 4-HOC6H4. S-hydroxy-2-pyridyl, 6-oxo-3 (IH) -pyridyl, 
6-OXO-3 (IH) -pyridazinyl] were prepd., and they exhibited anticholesteremic 
activity in rats. A 3, S-dibromotyrosine deriv. was etherified by a 
diaryliodonium perchlorate deriv. to give, after deprotection. I {Rl • 
CH2CH(NH2)C02H,>.R2 *^:,R3 - Br, Zl •C0V. R4 :?4:H0,ii R5 - H,.R6 - 
6-OXO-3 (IH) -pyridyl] - ' l' ■ • C.:^: - . ' •: 

IT 105170-33-OP 105170-41-OP 105170-46-5P I* 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and deprotection of) 

RN 105170-33-0 CAPLUS 

CN L-Tyrosine, 3, 5-diiodo-O- [4-methoxy-3-[ (4-methoKyphenyl) methyl) phenyl] -N- 
(trifluoroacetyl)-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



.XXXT, 




105170-41-0 CAPLUS 

L-Phenylalanine, 3, S-diiodo-4-[ (4-methoxy-3-{ (4- 

methoxyphenyl) methyl] phenyl] thio]-N-(trifluoroacetyl)-, ethyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 105170-46-5 CAPLUS 

CN L- Tyrosine, 0- t4-hydroxy-3- [1- (4-hydroxyphenyl) ethyl] phenyl] -3, 5-diiodo-N- 
(trifluoroacetyl)-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 105nO-31-eP 105170-3C-3P 105 170-42- IP 
X05170-«7-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of, as anticholeateceiaic) 
RN 105170-31-8 CAPLUS 

CN L-Tyrosine, O- l4-hydroxy-3- [ t4-hydro«yphenyi) methyl) phenylj -3, 5-diiodo- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




I Me 




C^J L-Tyrosine, N-acetyl-0-[4-hydroxy-3-[ (4-hydroiiyphenyl) methyl] phenyl) -3,5- 
diiodo- (9C1) (CA INDEX NAHE) 

Absolute stereochemistry. 




RN 105170-36-3 CAPLUS 

CN . L-Phenylalanine, 4-[ [4-hydroxy-3-( (4-hydroityphenyl)fflethyl]phenyl] thio] -3, 5- 
diiodo- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 




RN 105170-42-1 CAPLUS 

CN L-Tyrosine, 0-l4-hydro!iy-3-[l-(4-hydroKyphenyl)ethyllphenylJ-3,5-diiodo- 
(9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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GI 



CAPLUS COPYRIGHT 2003 ACS 
1982:466791 CAPLUS 
97:66791 

Cheraical structure-biological activity study of the 
thyroxine binding site of human prealbumin 
Simon, Z.; Chiriac, A.; Chiriac, Veronica 
Discipl. Biofiz., Inst. M9d., Timisoara, Rom. 
Tiiaisoara Medicala (1981} ,. 26(3] , 26-8 
CODEN: TIMEBYi 'ISSNr' 0493^3079 . I-'-f^r .vw - 
Journal"r;?V. " - ' j<. I > 7 

Romanian " " 




The T4 (I) [51-48-9] receptor of human prealbumin was studied by the MTD 
method (Balaban, A. T., et al., 1980) based on binding data for 27 T4 
derivs. (Andrea, T. A., et al., 1980). Min. steric differences were 
calcd. by a variant which allowed for dif f erentation between atoms of the 
2nd, 3rd, or higher periods. The structure activity relation with MTD and 
an indicator variant for the presence of an lfB3* group gave the values of 
correlation coeff. r - 0.95 and std. deviation S «• 0.71 keal/mol. These 
values were in agreement with those obtained by the more conqslex method of 
G. M. Crippen (1980) . 
72469-00-2 
RL: PROC (Process) 

(prealbumin binding of, in human, structure in relation to) 
72469-00-2 CAPLUS 

L-Tyroslne, 0-[4-hydro]cy-3-(phenylmethyl) phenyl) -3, 5-diiodo- (9CI) (CA 
INDEX NAHE) 



Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2003 ACS 
1980:52416 CAPLUS 
92:52416 

Binding of thyroid hormones and analogs to the human 
plasma protein prealbumin 

Andrea, Tariq A.; Cavalieri, Ralph K.t Goldfine, Ira 
D.; Jorgensen, Eugene C. 

Sch. Pharra., Univ. California^BSan .Fianciaco, CA, 

94143, USA .r^,ir<-'-fi> VMlt^U.,: ^^'-.ii.-r^.*-' r^sc-... 

Biochemistry (1980) ,^<19 (1) J • 55-63 t 

CODEN: BICHAW; ISSN: 0006-2960- -*-T*> ' 

Journal 

English 





The relative binding affinities to the human plasma protein prealbumin of 
the thyroid hormones, L-thyroxine (I) (51-48-9] and L-3,3',5- 
triiodothyronine (II) [6893-02-3], and of 37 close structural analogs 
were measured by equil. dialysis. Anal, of the contributions of 
. substituents to binding showed that all 4 iodine atoms contribute 
favorably. Addn. of an iodine atom to an analog contribute more favorably 
in the outer ring than in the inner ring. Halogen substituents in the 3, 
5, and 3' positions contributed more to binding than did alkyl groups with 
the same hydrophobic character in the same positions. This suggests a 
H-bonding and (or) charge transfer interaction between the halogen and the 
protein. An electrostatic interaction between the carboxylate ion of the 
hormone side chain and the ammonium ion of lysine-15 accounts for the 
obsd. order in affinities: tetraprop [39846-93-0] > (I and 0-thyroxine 
(51-49-01) > thyroxamine [3571-49-1]. I bound with higher affinity than 
did D-thyroxine due to an interplay of electrostatic and steric forces 
involving the ly9ine-15, leucine-17, and valine-121 residues. The 
relative contributions of various structural features of the hormones in 
binding to prealbumin, I -binding globulin, and rat liver nuclear receptor 
were compared. Strong similarities were obsd. in the features of the 3 
and 5 positions and in the side chains in contributing binding affinity to' 
prealbumin and to the receptor. Binding to I -binding globulin and to 
prealbumin was influenced favorably by the same 3' and 5' substituents. 
In contrast, binding to the nuclear receptor was enhanced by 3' alkyl and 
halogen substituents but was decreased by S' substitution. 
72469-00-2 
RL; PROC (Process) 

(prealbumin binding of, structure in relation to) 
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RN 72469-00-2 CAPLUS 

CM L-Tyrosinc, 0-(4-hydroxy-3- (phenyln«thyl)phenylj -3, 5-diiodo- (9CI> (CA • 
INDEX NAME) 

Absolute atercocheaistcy. 



I 




Ph' 
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=> log y. ^ 

COST' IN'U".S. DOLLARS 
FULL 'estimated COST 
DISCOUNT AMOUNTS (FOR 
CA SUBSCRIBER PRICE 



QUALIFYING ACCOUNTS) 



SINCE FILE- TOTAL 

ENTRY SESSION 

68.46 217.22 

SINCE FILE TOTAL 

ENTRY SESSION 

-9.77 -9.77 
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